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4. EH

TRARFNVAFNZ—=FNLO0 (BE: o—2FAV) | 15, 50 LT 150 mg/kg
% . Sprague-Dawley &2 SPF 7 v b, HEIZIIAHEHIT 14 B EI R ORRECHIR 28 L CF
RETH £ (42 BRED | MECIXZSERAT 14 H MR OZCELHA R I NSRRI 258 L T
BRI 4 BET (42~55 B BWHEIRORE L, HEREEHROEEREEE LR
L7 FIZ. 0 R 150 mg/kg B EREICOVWTIL, 42 HIEHS L7121 14 BRI OEER
ME&T. BEELOFTHEEZRF L,

41 REERSSEH

—RIREE, M —RREBOBE, #iERE, BONE. EREHEOAE, LK
{LERECIE, HBRYERE I IZEBIIFRDLRRP T,

FERCEHEETIX, 150 mgkg BEHOBE TR YR FICEEROREZFo 7
RERMIHE B S, 50 mg/kg YL E O 58 TR 5 HIRE T B OFRFFEICKE
DR BT, 150 mg/kg BEBEOEFEOM CIL, IHRR OB SHB L@ L T,
FENARELY THE- THZE L, BEEBEOME T, &5 5B B MmEEm H
oz, .

RBRETIE., 5 6 BRERIZ 150 mgkg HEH CREZEDERMMPRD LT,

MEFRE T, BREHRK TRERIC 150 mg/kg {5 FHOE CRFRMEKRER H
MERBOBEE, U7 BREEFEOMKME, FHBRILE, FPERE., FRERBKRURERE
DEEIRBD LT, 150 mgkg BEHOMTT 1 b e VBRI ROESREES b
VR T T RAF UERROERNBED bhv,

FEHEZRAE T, BREHBIK TR 150 mg/kg REHOHETRIBERDORMEIRD
i, MBENICIEEHROBRARA LR, BEHRKTRIZAIRFTR L LT,
150 mg/kg B 5B OM CRITE OBEIRE, 15 mgkg LA O 5.8 MRk CHi B R O
MEfCEL. 150 mg/kg B 5-FEOMERE TR B KR & BOAER L OomE. MBENEROR
i, 15 mg/kg BREFEOMH CREKERDORERER, S0mgkg L EOREFHEOMETHE
OEFGEE, EEMRETERCS 150 mgke 5B OME CRIERETORERR
ORI B RS & B & OB BN NI, MEEAEMIZIE., ERHOBICBWT, #
D 15 mg/kg LA E O 5.8 THEIER OER R R _EE O RKSHEBEFRK. 50 mg/kg 2L L
OREHTHEEREOEA, a8 UL AMBE. BELEOCIEBMHIBFR L UER &
DIEE, 150 mgkg BEHTREOCLARL LN, MO 15 mg/kg LL LD EBETHY
FEH DR, MY LEORIGSHERZR., BiE OO AARE K OB R D5,
50 mg/kg UL EDO 5B CTERBGOEE. 150 mg/ke 53 CIREHBEOB L K URF
EEOVBEBREKRNEA LN, BEERE T, 150 mgkg 5RO CTRBT HIK
BT HRBEOBMEIEL A ENT, £, RIGHEBBERS A O/, EHICHS
TREOBIIA LN, TEHOMICBWT, MIROFEELA S, BEEHIZEBNT
ZOHEE - BEIEHLELOO, BIEHEIBETIERARNOT, BEICRIT2EEN.
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R TH D,
HE, FHE, REE, OEREREROCHREZRE THLNRIROE/IT, KK
CEVERT S, EELEZEPL, Wb AEEORLEEZ bR,

42 HEFHERESH

HEY, RRETRELLIEK, REE, BRERVSHERBZGERDERESOR
BIROON o7, EiT, HESE, SEHHE., BEK, FHRRK, SRKE, EE
R, HAERK, HERRUOHELZERDERSOREEIRD ONT., BALHBT O
BRARBIZLEFEIRDO o Tz,

HAER T, AREE. HERRUCAR 4BOKE, £1% 4 BHRFTRECICEE
4 BAEGFRIZEBRMERSICL DB D o7z,

INEDORRENL, Jua AF A RAFLe—FNOREREEERICHT A ERER

IXHERE & B 1T 15 mg/kg/day & TEIY | AFARAEFMEICK LTk, EERBHER LS
MR A EEERIT 150 mg/kg/day % EIE S & H[ET L7z,
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5 ®E
EEFBHEEERRLRFERER L EPRELMBEOERI LY, JoriFu

AFAZ=FAVDT » bERAWEENREI L IRERERE-EFMFBLEBEEM
REREL2DOT, TORELBRET D,
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6. BBRHHERUAE
6.1 HERYWERUEE
6.1.1 WERYE
zunaXFNRAFNT—F N0 UTOERE EBIEAL
7= (RBREE : A-2189. HRAEE1) .

£ R : A FRRAFLT—T )V
Eog : Chloromethyl Methyl Ether
CAS &E& : 107-30-2
/O\
w0 O cmao
SFE : 80.51
ME (GO : 96.7%
St : ERZouxAFLz—7 (GC) 0.5%
B 2.8%
AFE : 1025g (500 g% 24, 25g% 1K)
BRIZBITAMER 0% 1S A
REFE : Wi (EREE : 4~6°C) . B, B
RIS : HBRGHAFTEBRYERTEEROE | FAEERDE
FTAREN N 2 R 4 R R =
BV EOER : EEZ OB & +oITiTV., v R 7| REIREE, R#E

FREOFEY 2GERLEMR L. BEEOBMEZI<,
R, S, REDRNE STV S, KRS
WYHFEWRIZ, F, BEZRSED, 830 ET D,

REM : BEHFRE TRIKASER Y ) —F o 7 —Hk
BRFFEATIC T, BRIERYE OPE ZFER LIRER,
REBRFAET L BIERKTH V BEMICHEIT 2> T,
(AR 2) .

BEONLE : WERE S ¢ #RERE L L THBE W AFTERDE
REZEICRFE L, 8RB RUOSIKRTROKREIX
FARCHERILS LT,
6.1.2 LA N
£ FR : a—AA )
oy NE&EE : PEG0519
pScey : FoEsET 2HAEH
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RFFH : =R
RIFG AT : B GHFEET 5 | SR R E R =

6.2 BEBEORAERUVREFSZE

6.2.1 SRR SROER

RN B OEBRYELR VL O BNICHBREESKE LT, REEDOEEKL S
EL,

6.2.2 HERBEOFE

ARV U EF—ICHREBON SEIOBREEZER L%, TIXREZLICHERD
WRHEEHFTALY v OTERY . ERICHER LU, #HEE L CEEICEMEE%,
RICEEEMZ THERICART v 7L, FIECRERZAY Lz, REUIARCT
W, BT T AEIANT, BREMOBBINFHENTRECER L, 2, #
BRIEOREII LD o2, BRKITE Y BRICER X ER——F AN EI R E ST
Hansy Ui,

6.2.3 TERAEORENE :

EERWED 1 R 200mg/mL K (8K - a—F 4 0) 12, BERICANDET
(IWEBREN, 1~10°C) T 1 HERE®, ZBRTSHBIILZETH S Z & PHEXSHER
Y YP—F o F-THERINTWVDS (RBRES : A-2189, &fHEH3) .

6.2.4 HERBEDRERER
BRERGBAMEHEOERE 6 BD 2E, FREOHBRIKICOWVWT, BRRAEHAR Y U F—
Ty F—HERBHETC GCHICL YV BERIELER L, TO/KE. FRERL
HIZEREICHT 2 HBRDE OB BT 98.8~100.7%TH Y, W bHFE&HAN (B
B FoRMEHT BEIE ; 100.0£10.0%) Thol (HRTEE 4. 5) .

[ E x SR VEW A

REE : R bR TEHEREHE

2 : zuua AFRAFLE—F )b

oy hEE : KBEBC

RIFEFHE : BB (EEE : 2~7°C) . B, R

RFHT : BRI R E RTFER ALY E R

FEEETIE ONT 5 2 AF50RR 4 R BRI B R =

[FRZE]

2= (RIERpR . Fobpisk TS
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(8 A #4551
GC ¥ A7 A (Agilent Technologies Inc.)

GC HP6890N

Y G2613A

el N NV d N G2614A

T=HNEY T GC ChemStation G2070AJ
RfE

Syt L ILE T KA AE240 (Mettler-Toledo AG)

E R OMEHERTR O RS

7B RAFLRAFL—F D 0.5000g RT*0.5016g Z#FEL, ML=l EMXT
FRLUTEESOmL & U7-BREE ARFAR L GIRNRE : 10.0mg/mL) , 2O
ImL ZERICERL, MU THRLTEE 100mL & L/ ERERE AR L
7= (FAREE : 0.100 mg/mL) .

(ISR O P .
BIERELE o=l CHELT, IR L BEREE AT OSIMCH. ML=y T
WL CRIEENRE T LT,

o, 1 R#FR 2HRAR
ey EHE  EAE BoRk AR Rt
(mL) (mL) (mL) {mL)
3 1 30 - - 30
10 1 100 - - 100
30 1 30 1 10 300
[T 7E 4]
GC &%
BT A : DB-17MS (0.25 mm L.D.X30 m, BEE 0.25 um, J&W)
Fxy UTHA : He
MEE—F : ayRE s RT7u—F—FK
He i & : 0.5 mL/min
HEAE—F : A7V v b
A7V v b : 5:1
EAORE : 140°C
Vi ks : Flame ionization detector (FID)
AR IRE : 250°C
H, i & : 40 mL/min

17
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Air fi & : 450 mL/min

A= T T HR : N,

A =TT THARAE—F
: AVARBU N HTBAA—TT v TREE—F

A= T v THRE 30 mL/min

=T RE : 40°C—70°C (10°C/45. 5 401REE) —240°C (30°C/47.
2 )
EAE : 1 uL
[ AT AEAM]

B E B SERF IR R 2 3 EEACIEA L, 7 o n X F LA F AT =T VORI
RO~ @HEOBREZHER L, HEEEIRFFRIROC— 7 BROMEELE
RED S%LAT & Uiz, ZOMR, ©— 2 BEOHEMEEREZIL 1.0% LT, REFEH
DFEMREERZEIT 0.0%THY, TN THEEELHILIHR THo72Z b, &
EOEBMEIIRIE S N,

[HERBF 7o AFARAF L —T VBEOER)

BEREY GC~ 3 BEALTZoa AFARAFALE—FTILOY—7 HHEOEY
(Qs) Rz, FICHERRNFEZ GC~1HEALTZ g AFARAF L T—F
Nov—7mE Q) 2R, UTORIZIDVAERFFOI o AF LA F LT —
TNVREZRD, TOREZHWTRRMEILHT HEE (%) ZEHLE,

BIERB 2 0 u A FARAFAE—T VBE (mg/mL) = g x AxF
Qt : BIERAHEB DI ua AF L AFL—F IO —7 Tl
Qs : EEBEFRO 7o AFNLAFAE—FLOEHE— 7 EHE
A EERREFOon AFANRAFLT—TAEE (ng/mL)
F : &HRE

6.3 HERIY

Sprague-Dawley 5% SPF 7 » k [Crl:CD(SD), BAF ¥ —A R - Y X—FX&t, E
AEEELF—] O 62 LK UME 73 L2 Zh2h S B TAFEY L, AREZHHL
1BEEELT, 3 HEOREHIMZ2ETr 16 BEROBLEAB 21T o7z, TOM. —i%
REOBLZ (1E/R) \ FEHNE Bl 1, 3. 9k 16 BD 4[E) | Ml —MINEE
OBE Bk 11 BiC 1E) ROHEMEE Bb425 150 12 8H) 2FEBL.
ZNDDOFRREIEIZ, MEOHZ LN HE 1 6] (BFEES : 631) ROMEHREOM3
Bl (BAEES : 578,590,613) ZFRE, HEIX—MRE, HIXREBROCERAHICZH

18
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FNEENRL, KREHEMBBIFRRE A8 TR UM S8 L Z N LER L, 10 @& T
BEZERLE, 2B, MESIC O WTHE., BHEELRBENE., BEY. BREREK
ORBRIEBICHEL, ZRO0BHIN 4~5 B 2L ICHVBEENRWES 2 AR
B Ll, REBEE 0K EHE I3 T 334~383 g (EHAE 1354 ) | MEiT 212~248 ¢
(FHHEE : 232g) Thole, BPIIRE - BLEH P OAEHNE BREWEOE
E~HSUROKE) L0 BE%, BoU0YMAE BERBEORE) OFEICLYE
BOTVHEERTE 5ETHEL 25 L5 EBICHN T, EEOFIMTIFa o
—FERAWET ey 7EBIERCEESHMBEORAELY (T ey JEBETLE
RETERL, RBRERUVBEENOBEGES 2 EBESICEHYTE) TiTok. BEST»
LA INEHDO D H K 14 0C L ERARE OME 3 ITIXERE 7 Bz — T VEERE
TTRHERIEE, BYOM RIEEELESY L L THERE Lz, 2B, AT
Ui EABHE)IL. FECR LV RETREEERNRVEYSRRD bR
Teled, REHER TR —T VIEREET CEREE S Y,

E) : REREEECE., B IEEIHE 60 LR UME 70 IETh - 7o A8, RERICITHE 62 IR UWE 73
LA S iz,

6.4 WBEEH

Eix. IREE 20~26°C, FHXNEIE 39~70%. #E[EIE 18R 10~15[E, BB 18 12
R (07:00~19:00) OEMFAER (FATEES 303 5X) T/ 7 v MERBRHE
7 — (W 250xD 350xH 200 m : HA— VKA stt) CREBNS, REHITHERES 1
IEDEH 2EEINE Lz, 2B, HiE 17 B 4 BE TR, K (RUA b7 L—
7 BERFYr AR YUAN—BKREH) EANNETIRAFy IBza s r—
(W340xD400xH185 mm : HAZ U7 HRESH) ICBEBACNAE L, FLHI NMF
B (BEHBRBRE. 7)o 2 VEBERTERIASHE. 2y FES 1 090521) 2 RT
VASHEEERRIC L D BRICERI B, SR KIEKEAR (HEIGTEKEK : BKE
H) ZBEBICERS Y,

R OBRBAYE R OWTIIFER Lz 2 v M2\ T, Eurofis Scientific Analytice
THEELZOWEREAFEL, BEIZOWTIX, Eurofis Scientific Analytice TEHIAY
(FE 6[E) WCEHE LIE=oWEREAF U, BEKIZOWTIE, KEEICHER LzK
BOSTEERLTHEREEY ¥ —BRAELICEHN (E40) EEL, BREAF
Lice ZTRHOF—2IZE s, BBIKRUKREF ORAMERHBREICEEE
EZ ARV L EHERL, SR EEVELEZRELL,

6.5 EnEl

B OBEFEBNIATRRZ B A R (B 501~562, M : 563~635) &2 TIT
oz, BRI, HHEROCBREET L (HEEE, K. PROFEHEODIE) T 4470
BEEOITZ, 728, 1000 OALIXEE. 100 DAL (0 Zait, 1FE2M) | 10 &1
DOMLEEEEL Lz, AB/r—VICBREE ) i Linr—v o L%
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17, ABRES., RERR, REE. %, 8HEES, BEES, fIRTFER (F#HD
HEROMEERHOMRE) | RBRMYE (EHOMM) RO0%AE (EBEoOM) ZHFEL
7=

6.6 JREFE., BSHBARCESERECCEEHBE Th o 0RIRER

BEREIX, OECD Guideline for Testing of Chemicals 422 {ZHE U, B O 5 %2 &R
L7z, #EHIEX, EEHOBERORIEROMRE CAERT 14 B &, RHM 14 Bl X
OREHFRET% 14 HEO 42 AR, EREOMECASELRT 14 B F. BRI & OERE
MZz@ELTRL4BETD 55 B E Lis, EESRIIEEFOMEIZOWTRS
KTHI4BEREL, TOMKEL, BRE2Tok,

6.7 BEHE

BEFHFEZ, ToRmEOROBEICRL TRNABHROKREL L, BERE
X SmL/kgKEE L, VXTI TAES U FE2HWCEREREZ 18 1E, 08:59~12:12
ORICHRAEO®RE L (L. BREBIESHBF CHo-HMII K THRO
13:56~15:35 IZ& G- L72) . RMBRICEEE (a—rF M N) oR KRG L,
BEZL ORERE GOURBA 0.l mL) BEFORELXEBIZEH L,

6.8 BEERUHEN

BEEIT 15, 50 RN 150 mg/kg/day D 3 HEE U, MBELMZ 4BERE L,
13S0 OBEIIREE 1T O EHO KM CHRES 128, ZRELRWVWEIERE LT
MEHIUCEHEH CHE SILE L, 2B, BOXBEEEVCEHEROBENES 8
FLEOEMIL, B E5ET B URIXEERICBIT Lz, 888K % Text table 1.IT7R
L7z,

Text table 1. Bk &

R ®BREE WRBRE | RERE e FHE B8 B

(mg/kg/day) | (mg/mL) {mL/kg) Bk | GmES | B | 9ES
; 2 12 1001~1012 | 5% 1008~1012
*f e 0 0 3 i 12 1101~1112 5 1113~1117

. i3 12 2001~2012 - -

R R 15 3 > i 12 2101~2112 — —

\ i 12 3001~3012 - -

R R >0 10 3 i 3 12 3101~3112 — —
. \ i3 12 4001~4012 § 5% 4008~4012
A R 150 30 > i3 12 4101~4112 5 4113~4117

) oRMEMHIEHL VBT LE,

8.9 BREEOFHRTERN
FWEBLZIZaa XAF L AFAE—FLDTy N 14 HEIREROHE
SRR (FHRBR) 1TV T, 1000 mg/kg 5T, B®E 1RO 2 BicHks

20



R-1030

BIHFEL L7=, 300 mg/kg & 5H CId, BETEERMME., HE CRHEEORE D B A
b, FMTIZ, METEOREE, BER, ERAGOEERERCEDMER L 0—BK
&, Bigo/NEL, ETERORBENA LN, BREEETIE. BREELEI L,
BIFEEMNSEN L, MRFRERCLEEFREILBW TR, EfERBED LN
72 100 mg/kg BEHTIT, HETHEOERERRVEREROEERALNT, Zhb
DFER?PDL, SEIERTIRERSEE - EEBESEFSRBROBR S HMITTHR
BOIFEU LIRS ZLEEZET S L, 300 mg/kg/day iFARBROBRERICIIETES
LEZbhi, LiedloT, TOXETCHLIREMEELORENTEEINS 150
mg/kg/day ZARBROGHEL U, LTARK 3 TR L T 50 XU 15 mg/kg/day @ 3 A
BERELE,

6.10 MERUBRED S X
ARBREOBEIXTROEY & L,

B 5B A c#E51H
BE1RBMNLTH 5 1E
ElEREAE (BEHRERKRTOER) :[BfE 1 H
EE 18”5 7H : [Bl4E 118
RRRKALH : L3R 0 B
ST B F#HOB
H4E B A% 0H
6.10.1 — IR DR

2EEICOWT, #REHMFIZER 3B (5, REEZRORSH 2 KHE) |
EEHETRIXED 1B (FafH) | FhfhEAR, RBRE, B8, TR U
MORFEREO—RREZEE L, 2B, 82 RIFHo COEMMLRBEEIX, 3
M2—RRBOBIE L HFNDTITo 7, £72, @I 0, 8 BRUEI | BixBmE RITH
> TOEHMMRBELITo T,

6.10.2 HlE—-RREOHR. BiERE, BHRUBRESEDAR

PR —REOBRIIL/IBIZ OV TIT o 72, REBRLERT BILHIRH) i 11,
Fo, ERHOBEIBRSHEPEE 1 B, #TRIRERMBEESHMPIZEE 18, REH
M, SEHFFEOCZAYMTIEEINEZE (REEITER 1, 7. 14 XU 20
H, RREBWIIRE TRV 14 B, 2%8WIIEHL 4 B) KELENITo T2, EERH
EERSHEPROEERMPEE 1 BT -,

BiemE, BEARERVCBREHROBEIX. MBEHEUEAENOE TIIHNE
B 8~12FD S, TOMOERKOCEEH CIIBMESHEWVIE ((EL., EEHHIX
SIWENE) @ S IIZDOWTIT o7z, BEHEHIL, EHOMTEAL 48 (85 42~448)
. TOMTBREMMETE (R 68, #537H) . EESHTIX. SHBERV
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BAEHOHHECEENME TR (RE2E, s LICEE9A) IK1To7.
FROBER, RERUEIEIL. 827 0 FAERBL, BEFCH L TREER
EOBREHIR (7742 M) LERETITo2, B, M —RRECEHER
OHREREOBIE - REMKRIZOWT, EHF—FUMIA a7 LEEFFREE AWV
THRE#k L7z,
1) FM—REoBE
o F—UNEE
RwEh, g BRETH
FIZR> TOBE
F—UPbOWMYVHLEE, #HE - RKEORKRE., IR - 205w, IRIREH,
IRERBASCIRAE, WIARNNIR, BESBMEE (KR, WE, B, BLE, BREME
’) « N RY TR ARG, N RY U TREORTE
o F—TFrT4—N FABIE
IR, B8, BRETEH. ERITEH, KT, B8, FEVL., Xb ERY EEK,
Peitttn (HEEESR, FER)
2) MHEERE
BERG., BalEOS, BfIS, BREMNG, BILRS, 29 ERRE. SRR
3) BAHEE
MEREICS X#H X, CPU S —Y MODEL-9502A (7 A 22— P=7F Y » FHR
£t FAVTHIRECEEOR A ZEIE L,
4) HEESHEOHE
BABEIZ | k&, EREMMAH B R ES L Y —NS-AS0l (FERE&t=a—u ¥
AT R) ERAVWCERENELAE L, BEK 1 FEE & L. 10 7FERRE U 0~60
SOBEMEER LT,

6.10.3 RE B

EEOMBERRE 1, 4, 8, 11, 15, 18, 22, 25, 29, 32. 36, 39, 2 HRUFEHA
W, BIEHOMBEIIEHOKEORIERIIMA, EIE 1, 4, 8, 11, 14 BRUHFIRBIC,
EHOMHETERE 1. 4, 8, 11, 15 B (RXEBWMIIREHRFORSE 18, 22 RV 25
H) . B8RO0, 4, 7, 11, 14, 17 X200 H, AL OXR G4 B CIHR BICEEZ A
E L7,

B, FEOSBBEBICIOBROKRTIBRAB SN ZEABOIFZI 0 HOKERE
(13:46~16:37) ZERE. 08:02~10:43 ORIZEAREREXITo7-. FRBICITHENSBE
EEFHICHEZ T, BB LH 16 BEER SRR OEKRES 07:53~08:16 ORICHE
L7,

6.10.4 EEHERE
SREEIZONWT, EHOBEIIRE 1, 4, 8. 11, 15, 32, 36, 39 KU 42 HiZ, H
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EHOMBIIEROEOCRE B IZMAEIE 1, 4, 8, 11 XU 14 BiZ, EROMIIRE
1. 4, 8, 11 E1I5H, R 1, 4, 7. 11, 14, 17RO 20 BY WAL 2KV 4 B
WHEEEZHIEL, BB OKREELOENS 1 B4 0 | BEHEERZEHLE, B
B R OEREEOHEIEL 08:22~11:29 DEIZIT -7,

6.10.5 RIEHRE

EHOMO2BEEKIZOWT, REBHBBEALOKENAED LIS ETER (FFRiH)
et L, 856 L7c, ZRERIH G- HIMP eSS 2 RIEaTH, BEH. REEH
RORBERIEFICOEL EEHNEBREBER OB DROZEEHE o B H# (%
B#) 2, REHFPPEIBEAOREFORFELRH,

6.10.6 REH*®

REATRGHEAK TR, THOR CEEHOMEL 111 TRERRABEY, BH., B
BRERS D VEBEPICET 2R L VOB & A Lz, REBMBHEL 0
HEEELCKREE CRELE B EEZA .

B, REPEZR SN S0mgkg BERED 1 ]l (BpFEF :3112) i3, RE
HIBETHERZEROH E LT, —RIREBOBE, FHR2—BREBOBIE, KERTE
EEAEY TR E21To7, T, RO 25 HO 10 BEE T T LR
Pofeledh, T—F VKB T THERBIIREINNIC L 0 BBt S =R HRE21TV. &
ROFELHERLIZER, BEREARD LT, RiEL AL, HEABTOT—5 %
WAHET X VRS LT,

6.10.7 HBREVEILHAR

1) BEOBlE

R MII 2P BRI, DRREBEOREOFELZBE L, HHKT
ORER (FI0 HOREROEE) 1%, &4 21 B2 54F8E 25 B £ TOFRI-F#%. 1
B 2 (64 25 BIXFET 10 R iz 1|) 17V, EREHEZ 1| BB CTEH L,
SHB1ITREECKERT LTWESS, ZOB%2EA 08 & L, HBPET Li-BE
WIIEBRCEREONEOHELHEL, AHETHEZREIL0BELL, BHL4BET
HAERZEAL ST, RED, BERRUBRILZHEEL LTHETREZBE L,

2) HEROBE

HAER (£% 0B) THERY., FEEREELE A, HERINREEOFELS
£ L, HRIZHE L CEREZRIE L%, BEW IR S8k, BEROEFROE
ErE%ARETERIEBITok, B, EERROETCRITEELL,

At 4 HICERERRIE L%, @612 —F VEREF CRRE L. BEXEIRIENIC X
D BIMBOE SR LTV, AR, W - ER2E30HE -HBRORFOFTELH
Nz, 2B, HAROEEIIBEEBICRIE U, &8 BA CHEsERIC EHEE BEH L,
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) : ERmoOMERE, FEOLYRLETHE., NEOBRARH, BBRPLPEAMOKREE, B, E
EDORT R, MIREODHEARPKE S, AHBHRORH, BRORS, BIR. B XA,
UEHMOR S, Bk, Eo%, RERVEEOART VACEBLTEEL, E¥LERDB
GEREL LT,

6.10.8 RigE (BKEAEZSD)

BERTE (568, £536~370) RKUEEXRTHE (E{E 28, B#E 8~98)
WWHEOEE S H (MRERVEHAEHOBENES 8~12FD ST, ZOMOFEIBNE
ERENSHD) 20T, EFNThERBEEy P LI —YICRAL, BB -BH
BATTA4RERE, ROWTEHER - BHEAT TEOHO 20 BEREZER L,
MREEH % Texttable 2IZ/R Uiz, BERLZEAID 4BHRICOVWT pH L TIREE T
ORELRE®  CORICEHLNZ 20 EREFHAVTEEERVCREDOHEEZIT> T,
REITARBEOREL 20FFBHOREZSFH LTI BEZEN L, BKEIX, BREE
2y bl —VIKIRB LIZRETHIE L0 1 HOEBREZ, HBAREZ BV TH
‘L,

2B, BE BEREIZBWT, 246 (BHEE 4009 X1V 4012) DORER UHEK
BIZERAZBEIBO LN, SRKDBANEDW D, BKE, RERVBEE
WOWTHREZEHMLUZY, YIEEEFAROBE Ch-o--OPEEZEAL. &
REOT—ZIIBET—X L L,

Text table 2. [ RIRENDIEB., RAIEEZRUFEABSILT L

BREIEE BIEFHE

pH A-vaAFAVIA-TEARBRE [7—7 LA BRASH] 9
ABE A-v2VAF49IA-TEA BB (7 — 7 LA HRE4] 2
kg F-VaVAT{ 9P A-TEA RERIE [7— 7 LA Bk S4] @
Fra—2R I-VaVAF Yy IA-TEARBIR (727 LA BHREH] ¥
il A-VaVAT{YIA-TEARBKE [7T—2 LA BKKEH] @
vUAE Y A=VaVAFAyIR-TEARBRWE [7—7 VA HAEH] 9
vavy )—4y T-VIVAT{YIATEARERIE [7— 7 VA BREH] @
&R PR EL R

T BERE

RE (4R ERMACyYEZRAW-ERAE (BAL: mL)
BEE KAEBRTED (BAL : mOsm/kg)

RE QKRR ARAVY v E—ERAWEAEHE (BAL : mL)
BAE 4KHR) EEHE

i AR e S

a) : AUTION MINI™ AM-4290 (7 — 2 LA #%R&4t)

b): HBIBBTRTEEBE I —F 7 FRFZ v F OM-6030 (7 —7 L1 #kaESh)
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6.10.9 miRPRE

2P % EREEE A RVEEHNBKT BORE»S—] (16~20 KfE) BRI E,
ZD ) HEBMES ST (B ESHPEVIE, AL, FRMEESEIED SIEEY) 2o
WT, =7 VREETIZCBREE L, BERXERD O EDTA 2K MMM (SB-41: VA A v
7 ARRAHD) Wi 1 mL 28R Uiz, 8 5 Ao Mgz o0 T, IR D Text table 3.-1)
WRBLEZEEROHFECLEOVRE LR, £, 3.8%7 = VBT U 7 AERINAR
(I 9 BIH U 1 BOEIE) W U7z MK 438 O 4 BE (59 3,000 rpm 9 1,600%g,
M104HE) L, Bz > T Text table 3.-2) IREBMOERBA KL OFIEIZLY
BRE L, ok, il L7/ 20T, May-Grinwald-Giemsa Y k12 X 3 LKL
HERZERI LT,

El: EHORENREHMRES SLIIUTOFE L,
it gt

1001~1005 | 1103, 1105, 1106, 1108, 1110
2001~2005 | 2102, 2104, 2106, 2108, 2111
3001~3005 | 3101, 3102, 3103, 3105, 3108
4001~4005 | 4105, 4106, 4107, 4109, 4112

Text table 3. MBZAFREDHEB., AEERUVHEREF[LTE

1) EDTA-2K MLIEIZ DWW T ORZE

BEHEH BIEFE BifL
FRMIRE(RBC) 2AEL—F—Tu—HPf A NY—E9 10uL
~E 21 E L R(HD) VTR MNESBEUERY g/dL
~< hZ Y v MEMHED R KR CEHROERARE» S EH @ %
FEHFR KA TEMCV) 2AEL—F—Tu—H% A A FY—§E9 fL
AR i B i 65 3% B (MCH) RORBEREF~ET oL EHOEH pg
THROKMEAFEEMCHC) ~EZubrvEBERT~<Yy MENOERK® g/dL
#EAR B2 (Reticulocyte) RNA AL B L —F—Ta—% A FA MY —i9 %
/MR B (Platelet) 2REL—F—Ta—F A F A R3O 10uL
B 1 BR¥(WBC) 2EAEL—F—Tu—H A F A Y —FO 10%/pL
A M ER & 4y R NRNF XV —PRABIC LS T —H A M A R — %
RREL—F—To—Ff R Y —3O
£ 1 Bk 4 AR 0D #E e 5) RNFFH—PRBIC LB TR —Y A FA R Y — 10%/uL

RABEFEL—YF—To—% AL hA Y9

2) 7T UBET N U AMMIED B4y EE L7 LRI D W T ORE

REEH HEF LA1A
7 bo e ERPT) Zuy b9 s
EHEESS bae R

75 AF VEER(APTT) 7oy hED s
7 4 7Y ) —4 v B(Fibrinogen) tulHFTRF Uk mg/dL
fERRIERES

) : MEMKFRAERB T K7« 7 120 (Siemens Healthcare Diagnostics Inc., Illinois, USA)
d) : MIKEERE B BhBIEHEE ACL 100 (Instrumentation Laboratory)

) : FHERWNeut.), FEAER(Eosino.), HHEHEEK(Baso.), U 7 BR(Lymph.). BELER(Mono.)
K OKRBIZERAER(LUC)
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6.10.10 MFELFRE

MEFRE AR L FRICER L2 RN 4 mL 2 EEREFIAVARE (/P
=7 b I-F— by 7 FEBRRESR) IR Y GEOSEE (59 3,000 rpm., #9 1,600xg,
F1040) L. B85 MmiFizovyT Text table 4.-1) ICRBOEBERBFEIZLY
RELRE, £, ~NY UMRARE (MK 1 mL H72 08 20 BALOA~RY V) ITHER
U 72 40 2 mL %3 0408 (59 3,000 rpm, #9 1,600xg, #1058 LTH LM
$EIZDOUV T Text table 4.-2) ICEBHOEBAROHFEILLVBRE LR,

Text table 4 MBFLFREDER ., ARERVERARBLTE

) SELEAFISYVTORE

e) : BBIRILZEHEDITERE TBA-120FRE (BRNSHEE)

BREEE BIE ik Bafr
AlP Bessey-Lowry # © IU/L
=z v RF 1 —AA(T.cho) CEH-COD-POD i 9 mg/dL
FY ZUET A R(IG) LPL-GK-GPO-POD % © mg/dL
Y »FEE(PL) PLD-ChOD-POD #: © mg/dL
#E U )L B L (T.bilirubin) YA YFF S F B mg/dL
7'V 21— Z(Glucose) Fra—AFe Fafr—2Eo mg/dL
RFEERKBUN) Urease-LEDH i © mg/dL
2 V7 F = (Creatinine) Creatininase-creatinase-sarcosine oxidase-POD i © mg/dL
F kU 7 A(Na) A & BN EREE mmol/L
%Y 7 A(K) A F RN EBE © mmol/L
e (6)) A 7 BN B mmol/L
AN T 5(Ca) OCPC i ® mg/dL
®mRY @) Y ST UL mg/dL
Wi A BE(TP) Biuret 3 © g/dL
7 A7 2 L (Albumin) BCG i © g/dL
A/G Lk RI-ABBRECTATI VU BER
2) ~RY IR O B L EICOWTORE
BREEE HEFIE Bif7
AST(GOT) UV-rate ¥ © IU/L
ALT(GPT) UV-rate 3 © IU/L
LDH UV-rate i © IU/L
y-GTP Ly-Z VW E I3 ANERV4-=baT =) FiE® TU/L
5 P M 2

26




R-1030

6.10.11 RIEERE
1) FMEROUBEEEAE
BEEEEHROEEHEKRT BICT < TOEFEYICOWT, MIKFERER O
BALFEREOT-OICRO LB (EBEMERS ST O %IC, TOMOBEMmIT
— 7 VEREE T CREREIREIMIIC & U BB S E - %IZ, T EhEAE - B8 - 19
- Bl Sy 0RE - MEBORIRIC L 23MAREES 21TV, BREZRE&EL
Teo 728, B 5 HodRRIZ IS (B8 OBREBROEREREZHEZ -
RNT, EFIORBREOCRBE EFE | MRFRERCRELEREORMZIT> 2%
FEMERER SIICOWT, LTI RTHREOEERZHE L, TR OREEE (BXE
B) LHRFOFRENLHAERE 100 g Y- oM EEZEH L, 2B, BERUOWE
BEEEHZ DT -HRAEOBEICOWTIRELEN A ICHE L., #0458 E CHEM
L7z,

f. FORER (EB/NMEZER) | BIE*. MR, B, Ok, FFE. SR

2) JREMEBRERE

2EMMICOWT, LLTIRTRRE - BkE VU VBB 10 vol%e ki~ U VK CHEE.
BREL (BERRICHIZIZY VEEEE 10 vole ki< U VIRERHEALE, 2720, KB
BROBREEEKIT7 VB TEE L% Y BREEE 10 vol%dil~< U VIRICERR LR
L) o RNT, XG740 @R L%, e L (TRZ2ELEZSE - HABiIXE
E-BEOHELE) . ~w XYYy - xF Py (H-EB) RBEEITol, HEBRIL,
ETEHOMNBERUE A EH CMKFER G L FREICHE U RS 5 LIz iz
ZEWMORBORETMIZONTIT (AAEOREIZ W TIIERIZHHL., £F
MR, BRER. ER/ME, BIE, BRREOKBRE (BEZEh) AR, BE, B3
EEROCBEEIARENCFEOHEARTZER) | TORE, BRER CHERYER
BIZ X 2EEBELNERE, WEECBCEL, FRMEAERY CCEHERS D
EHENZOWTER L, 2B, BRIZOWTIE H-EREEATHRYER 5 OREMN
BODNRPoTeTod, PAS « ~v b Y VIREAERODERME OB FERY A 7V
(RF—DVIXGIE) DBEBITIThRP- 7,

R, /DA, TEE, T (ER) | MR, AR, LRAME, BB, BiR.
FRiig, BT U o8Eh, BRRIRY o L LI, B (REXZED) (B, +2RF
W, 2285, [EiG. B, MIE. BB, TR, B, BEbt, R, B LE, IR,
FE., BE. WE (BHEE0) . KIBRE (BHL2aD) | WIRMAEIAL

BEEERE (HT)
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6.11 Hatf@dn
6.11.1 NTFA—EDHEE

DUToORICL Y REBR, ZhE, BER, HERRTHAEROKRZHEI LI, &
BRI, AR, FEERE, HAER AREFIROCARIBEGRZBEMHILIC
BH L, B, HEROEEREIZ DWW TIIREY Z & MEEIICEHEZRD -,

RER %)= (REBVE/FESHHE) x100

ZHRR )= (R L -HOE/RZR L) x100
BREE%)= MEPEREIEEBEOR/ZR LD %100
HIRIR(BE)=EFR0ENLNBLI-BETCORK
HEER(%)= (M4 HEMR/STRMER) x100
ERB(%)= BREE/REER) <100

FERERE(%)= GEERB/MRHEERE) =100
HAEFR%)= (HAERBUBHERE) %100
AREERB %)y OAREFRBUHAERK) x100

Mk = HEBY  (BEER+ M0

£t 4 BAEHRTE®)= (%4 BAEFEREB/EAERE) <100

6.11.2 Be

F—ZIRBELEEAER L OB OV TR EMNABERDOREERIT o 1=,

HE, FAEHNE (HEEROCEEIHE : 5 1~42 A ROEHE 1~14 B, ZHMH . &5
1~15 H, #R 0~20 R RUEH. 0~4 B, HAER . £% 0~4 B) | BEE, BKE. %
EHBREREE, A, KRECIKELZBK. SEHMN. #HE% EFREE. £
FRE A—F 74—V FNEE B b ER0EE) | #iERE GFHBH
FE) . BAORCBREBE, RREOEEMNER., IEFRE. MRILERELD
BEERIX, BILCTEHERCEEREEZRD., RICRTERIROFEICHES TR
ELEDY,
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BROTLHEZRRE
\=2
>3
Bartlett & € FBRZE*
R E FuskE
p=0.01, &5 p<0.01, %% p20.05, %4578k p<0.05, L4 H
SRk FEoatE ‘
Dunnett Dunnett &Y Student Aspin-Welch
BRE mean rank test DIRE DLRE
p<0.05,0.01 p<0.05,0.01 p<0.05,0.01 p<0.05,0.01
IR E PR E IR E AR E
T *: F=g,%/s,>

BRZE, EERE, AR AREFE, £% 4 B EFEEIT OV T Dunnett B iR
ExITFotz (BEKYEE0.05R00.01, @M 2,

RRE, BREE, ZTHE, HER, HAROMKEL, BMRERE, BIRIG., BAbUE,
BRI, EALRS ., ZPEMRIT. SEOREBEIME, M2 TR X & 7= e,
iR DI, AFRHEEESDE., BAERF R, BAEFRE, EERFNOALDLE
Bhisk & 0 B L Yeates DEREIEIC L 5 Y REZ T o 72 (HAEKHEE0.05 X U00.01,
TR o 7277 L., BUREER S U TORANL SN EEEICIX Fisher D EBEHEREE
BICXWREEITo T (BEAHE0.05 R0.01, @A) 2,
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7. REBRHR

7.1 —H&IREE (Table 1-1~1-7. Appendix 1-1~1-22) .
FHECEEHEOWTIOBIC L RSB AVCEEYE B L CEEI» oA
hoTz,

72 HELT—RREORE. HERE. BEHUERVEEZEHEORTE
(Fig. 1~5. Table 2-1~2-84. Appendix 2-1~2-258)
1) F—2F—TNEE (Table 2-1~2-23, Appendix 2-1~2-72)
FEHROCEEFOMBEOREHHE P R CBEFOMBEOCEEHFFIX. WTFhLOB
MZHLEBERRPo7,

2) FTF - TOBLE (Table 2-24~2-46, Appendix 2-73~2-144)
ERRCEEROMEOR SR P ROEEROEROBEYMBIRIZBNT, BE

WZr—UPomOH LIS WE, ~v Y TR FC S WEISUIFETFT D

BMPARBEZEOEETALONES, EBRYEREBICRE - EBR TIIRM o1,

3) A—F 74—V FRNEE (Table 2-47~2-69, Appendix 2-145~2-216)

EHOMD 15mg/kg BERT, BE5 1 BOY b ERY BRICABLEEIRBD HH
73, AELOEERZLNRNI LD, BROELLHE Lz, TOMDBER
B TIXEHR OEEHOMAED R 5SHE P R CEEFHOMECREHMTIZ. Wih
DEMZSRERZHONRD 20z, £z, SEEOBEICINBHELARER L ORI
FEREIRD NI T,

4) HEREMZE (Table 2-70~2-74, Appendix 2-217~2-230)

FEEE O MERE R O BEIE B O MO R 5 8 BHE T Rl 0N B8 B O RERE O EIE HIRK T R
X, WTFhoBMIC L BERA DN o7, 7o, EHRAMBIZIINRBE L &R S
HEORICAEERREZRRL, ERPERRPICLAEEETA bR oTz,

5) #BAHWE (Table 2-75~2-79. Appendix 2-231~2-244)
FE B O MERE K ONEIE B O MEO 8 5B RBHE T Rl N B B O MERE O[B4 I RTHK T Ry
i, BB LEREBLOMICEERERRD DR T,

6) BHREBEBEOHE (Fig. 1~5. Table 2-80~2-84, Appendix 2-245~2-258)
EHEOMERE R CEIEHOMOREHMR TR, SEHLEREBLOMCHEER
ZEIRD o7,
[l £ D M O 0] 18 HARIHE T BEIE. 150 mg/kg 5B L B L ORICEERZIEIR
Do TN, BED 150 mgkg REFET 1020 SO EFRICEELRHEIRD L
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nic, LHL, BETHY ., BEHIRRTRICHALNRWELTHSZ Eb, BE
2k & H U7,

7.3 {KE (Fig. 6~8. Table 3-1~3-7. Appendix 3-1~3-22)
1) ®EWIM _

150 mg/kg B HBEOHETEE 15 B LR, SR ERSOBECAEREEIRD b,
BEHMTOBREENELFEREELZ R LT,

150 mg/kg e 5 H O CREFMBE SHMT OEEIEMESAFEREEEZ L. RALO
AOGREICAEBRRIEMERRED bz, ERVBPOSFHERAOKERMEEREMNE
W, MR SR EHLEOMICERRENIRD O o7z, £z, EMEREMED 150
mg/kg HEH T, FHERROKERVEEHEMEIZIL, SRBRELOMICAERE
RO ONEPoTH, &5 15 AEI LR EHMZE L UEEREMEZ R L,

2) [EIEHIM

150 mg/kg B G BOHETEISE 1 A OFEIZEEREMEBED bz, BIEHMS
OEEHNERAEREGMEZR L,

150 mg/kg #5FHOMEO K RERF A OEER OEERMEICIE, HRELOMICHE
BERZEIRD LN ), EEHMPORESMEIRELY LR 2S5 5
., ElE 14 BOKEIHE#HLFEEOEEZ R L,

7.4 {EfEE (Fig. 9~11, Table 4-1~4-7, Appendix 4-1~4-22)

1) #&E5HM

150 mg/kg EBHOHETERSE 11 HURE, SHERSOBERICAERBEE RO L
Nz,

15 mg/kg B EBEOMET, FIE 11 RO 14 B OBHABICAELRFRENRD bzl
ARICEELRZWE(ETH D Z OB L AW Lz, 150 mg/kg HEBHDE
B TR E 39 B OBRERICABLEMENFED DIz, — Rl 720t R ORI
SR RENLTHY, BETHHERB~OBERIA LNV &0 LBREMEL
& HIr L7,

2) [EEHIM

150 mg/kg B EFHOHEDOZRIERFROEBIEEITIL, XERBELOBMICHEREITIRD
Lo T,

150 mg/kg B EBHOMETEE 11 R 14 BOBHEEICEEREEIRD b,

7.5 RBRE (EKEMNEZEZSL) (Table 5-1~5-8. Appendix 5-1~5-18)

1) #EHAMK TRRE
EMHEBIZOWTHE, WTFhoBmZbE2EEIXA LR 2o T,
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EEEEIZOWTI, 150 mghkg REH CREZLZICFEREEIRO N,

2) [EEHMKTRRE

EBEERIZOWTHE, WThoBMIZLBEIXA NN T,
EEHERIZOWVWTHE., WTFhoOREEHRIZBW THLHBHELERERLOBICER
REERD DT,

7.6  MEFHBRE (Table 6-1~6-8, Appendix 6-1~6-8)
1) HE5HIREETRRE

150 mg/kg B EH O CHRAMRER CAMKEOATEME, Vo SBkLEOF
BRRME, FPERILE, PR, FEERBR CEREOFRLBEIRED bivlk,
150 mg/kg | EBHEDOHE TS 1 b U VURBI R OTEEEES Fa R 5 2 F VRE
DEEREEPRD bz,

2) MEEHMETRRE

150 mg/kg IR EBOMKE TEAMKMEARBEOFE LEER CHRLKEOFER
EEARD LN, FYhROERREC OV TEIRSHMK TRRECA LR
WEBARELTH Y EROLERRZONTEBREHAK THREOMNBH L ARED
BETHHZ Lhs, EEENTHHMBANOLEL L HBT L, BTHRELKREOFEER
. UK, FREEREKRCRBEELREAKREOFEREEIRO bR, &
BEHRK TRREICA DN RVEBRBARELRTHY, £, FAMKRESRICREIXS
DNRNTZ D, EFEFENEBFEENOLE(L & HE LT,

7.7 MK {LFEHEE (Table 7-1~7-8, Appendix 7-1~7-8)

1) BREHMETRBRE

150 mg/kg B EHOHET, AIPRUT AT I L OFEREERARD bRER, WIh
LEMTHY ., ERFHNEBHEHENDOEL LR L7,

2) EIEHEKTHERE

150 mg/kg B EBEOMET, HE, TLVT7IVETAGHOFERRERRD O
B, BHBRELTHY, REHMBRTRREICZA ORI b, AHZEREE
FHANOE(L LI LTz,

7.8 BWBEEE (Table 8-1~8-9, Appendix 8-1~8-30)
1) BEHMETRRE
50 X OF 150 mg/kg & G-REOHE CHRGEEICAERMKM,. 150 mg/kg HEEHOHET
BB O RUCHYERDEEREENED b,
Z DM, 50 RO 150 mg/kg L EHOBETRHOMBNEROAEREME. 150 mg/kg &
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ERORCHBROBEROA B RIEENRD b, HREEEOEEICHES &
B ESEEN DL L & 2 b,

2) EESRKRTRRE

150 mg/kg BEHOBETCHIROERNBEEOAELREME. M THEMNERCHEMERDE
BERBEXRBD LN,

Z DM, 150 mg/kg BEHOHTEROMMEEOFERREIBO LB, B
BRMEMNERDOAOELTHY, BEHRETHRREICRESALN2NI E2DHE
RAOZE L & Il LTz,

7.9  EI®AERE (Table 9-1, 9-2. Appendix 9-1~9-106)
1) HBEHBKTHRE
%&%%E&#@%@&%zané%m ZH bz,
= : ATE OEERE DS 150 mg/kg 5B OME 1/12 Flic, #B
DIEFBED 150 mg/kg B HEEOHE 7/7 5], M 11/12 61,
50 mg/kg B EBEO MRS 12/12 6], 15 mg/kg T 5D
HE1/12 41, M 2/12 B, BTE OB 150 mg/kg K5
BEORE 3/7 61, M 712 Fc, &I O 150 mg/kg
WEBEOWE 4/7 F, M 1112 Fli, BB ORRAEMN
15 mg/kg BEHOME 1/12 Flic, BEREOEED 150
mg/kg R E5BEDHE 6/7 ], HE 1/12 51, 50 mg/kg REHE
OHE 7125, M /12 Bl A BT,
% Ofh, Table XU Appendix IZ T8 E -HBICETROBA LN, HEHAERT
IREFRIER P O BMBHELE B DN,

2) EEHRKTRRE
= : AE OMERER 150 mg/kg BEFEDOLE 4/5 B, M 5/5
Bz, BTE OBEED 150 mg/kg T 5-BEDOHE 2/5 B,
1/5 i b,
DA, Table XN Appendix IZRTEHRE -MHBRICFTRR A O, HEHERT
REZMER» G EEBHELEE I DN,

7.10 RIBMAKPRZE (Table 10-1~10-5, Appendix 9-1~9-106)
1) BEHMKTRRE
WBRMEREOEBLEZ DNAENEHEOT. EOBBROHMOMBIZALI
7.
B : BB OVL AAEERHED 50 mg/kg DL EOBRERE, i
® 15 mg/kg LA LD E5# T, BELE ORISR K
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B, BBOUDLAN 15 R 150 mg/kg B 5B OMETE 1 FlIH LT, xR
THOLONRL L BB RER IR, BEEL L OERPFABRTIIRWIZD, #

DBHEHED 15 mg/kg A LOF ST, RELEEOUEBHE
BB HED 50 mg/kg LA EDOREFE. MO 150 mgkg
BT, BR&OBERHERED 50 mg/kg LA ELORE
BT, BEOUDLAPHED 150 mg/kg #E5H T, RE
FEEOBANHED 50 mg/kg LLEOBREEE, MED 150
mg/kg B EF T, BB MROEMAMED 15 mg/kg
ULOHBRERET, BT OLER LD 15 mg/kg UL E

DEREFHETH LN,

BRYHESOERL I Lol

Sex: Male Female
Tissue : Group: Main Main
Observation mg/kg/day: 0 15 50 150 0 15 50 150
Stomach
Number examined 7 12 12 7 12 12 12 12
Erosion/ulcer, forestomach 0 0 12 7 0 1 12 12
Mild 0 0 1 0 0 1 0 0
Moderate 0 0 11 3 0 0 12 4
Severe 0 0 0 4 0 0 0 8
Hyperplasia, squamous, reactive 0 1 12 7 0 2 12 12
Minimal 0 0 0 0 0 0 1 0
Mild 0 1 12 7 0 2 11 12
Hyperplasia, squamous, diffuse 0 0 5 7 0 0 0 11
Minimal 0 0 5 1 0 0 0 5
Mild 0 0 0 5 0 0 0 6
Moderate 0 0 0 1 0 0 0 0
Thickening, limiting ridge 0 0 12 7 0 0 6 12
Minimal 0 0 0 1 0 0 4 6
Mild 0 0 12 6 0 0 2 6
Erosion, glandular stomach 0 0 0 3 1 1 0 1
Minimal 0 0 0 2 1 1 0 1
Mild 0 0 0 1 0 0 0 0
Regeneration, mucosal 0 0 3 6 0 0 0 9
Minimal 0 0 2 3 0 0 0 9
Mild 0 0 1 3 0 0 0 0
Increased, mucous neck cell 0 0 0 0 0 5 4 10
Minimal 0 0 0 0 0 5 4 4
Mild 0 0 0 0 0. 0 0 6
Elongate, proliferative zone 0 3 12 7 0 1 1 10
Minimal 0 3 7 3 0 1 1 5
Mild 0 0 5 4 0 0 0 5

Hyperplasia, squamous, reactive : Bil 5 IZB1T 2BBRAIORE LR O KISHEEF R

Hyperplasia, squamous, diffuse : 8l B O WS AARE R U OB 2RBE LR O U EIBFR
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Bl : 150 mg/kg BG-BEDHE3/ 7 FLZ R EMBBDOIERY A LI
77
Sex: Male Female
Tissue Group: Main Main
Observation mg/kg/day: 0 15 50 150 0 15 50 150
Adrenal
Number examined 7 12 12 7 5 0 0 5
Hypertrophy, cortical cell 0 0 0 3 0 - - 0
Minimal 0 0 0 3 0 - - 0
e Ji : M TXIRRBED D EMER A DL, 150 mg/kg HREFHTE
ERUHEEOHEBEA LN,
Sex: Male Female
Tissue Group: Main Main
Observation mg/kg/day: 0 15 50 150 0 15 50 150
Thymus
Number examined 5 0 0 5 12 12 12 12
Atrophy 0 - - 0 5 4 4 9
Minimal 0 - - 0 3 3 3 6
Mild 0 - - 0 0 1 1 2
Moderate 0 - - 0 2 0 0 1

Table 2 % Appendix (2R Z OAMOFT RIL, HELR IR UV BB LA MR 2 518
RIFELEZ LN,

2) [ENHEHRKTRRE
BICHBRMEREOEENRD BN,
= : Y B O RSB S MERE D 150 mg/kg B 58T
. BRBOREESHED 150 mgkg EFHT, AT OR
R DBRHEC S ERED 150 mg/kg REBETAHLNT,

Sex: Male Female
Tissue Group: Recovery Recovery
Observation mg/kg/day: 0 150 0 150
Stomach
Number examined 5 5 5 5
Hyperplasia, squamous, reactive 0 5 0 5
Minimal 0 2 0 |
Mild 0 3 0 4
Thickening, limiting ridge 0 0 0 1
Minimal 0 0 0 1
Fibrosis, focal, forestomach 0 5 0 5
Minimal 0 2 0 1
Mild 0 3 0 4

Hyperplasia, squamous, reactive : §i 8 2B 2 BB RN OR T LK ORISR R

RGO TRRE TA LN BROFERICH L, EEHNK TEHRETOEIIZ
BE - BENEEH LI,

Table % Y Appendix (2779 F DOMOFT AL, HERL R ORI R O L 1R
BRELEEZEZ DN,
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7.11 £E# (Table 11. Appendix 10-1~10-4)
HERYMREOBYIALNT, TSRS ERICIIBEL SREH L OMICAE
RERRD NN,

7.12 RELRE (Table 12, Appendix 11-1~11-4)
FRETICELCHEK, ZRE, BRERRUSHRERIITHRIE L SREH L ORI
AEREIROONR T,

7.13 & (Table 13, Appendix 12-1~12-4)

TFIREM) O B R Tl 518 21~23 BIZ2BIRER oL, HESR, EIRIME.
B, BFRER, FRE, HERE, HERFRCHERITITHRELFREHL
DEIICEERZRXRD bR o Tz,

7.14 HEROEHE (Table 14, Appendix 13-1~13-4)
PR R O AR A RICIIXBE AR EHLOBICERRERX R, AREELF
THHERIZA OGN0,

7.15 HERDOEFEHE (Table 15. Appendix 14-1~14-4)

R P OFECTIRIIHBEET OHF, 15, 50 R 150 mg/kg HEHET 6. TRTO
FlChHoT, S0mgkg BEBHTERL 4 BATFRICAREREBESRD NN, HE
BELRWELTHo T,

7.16 H4ERDE (Table 16. Appendix 15-1~15-4)
HAERR LR 4 HOMBEAEI O£ 0~4 B OB OEEHEMEBIZIISBI LS
BEFEOREICEEREIRBD N o T2, ‘

717 HERDER 4 BEIRAFR (Table 17, Appendix 16-1~16-4)
WTINOREHOHAERICLRERIADNR Mo T,
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8. EE

IR RAFNRAFAL—FND 0 (BB a—rF ) | 15, 50 KT 150 mg/kg
% . Sprague-Dawley & SPF 7 v b OREIZIIATEH] 14 B B ROEHIRE 2@ L THER
BTEE T (42 HED) . MEZIX2SALRT 14 B BRORESIMIF N ERE 2B L
4 BET (42~55 B #HEROK/ESE L, RERSEEROEARETEZREL
72e EIZ, 0 RV 150 mg/kg EBEICOWTIT 42 BRE®RE L7-%. 14 BREIOEEHE
PR, EHEo TR LT,

8.1 REERSSH

—RER, B —BREEOBE, HMERE, BHWUE. BREHEOWUE. LK
{LERE I, ERUERSOEERIRDLhhoTz,

150 mg/kg | GREDOHETIT, #5 15 AU, #58F %8 U CEEROKELZ £
T EEEMIMRA A O, BESATOBEEIIBHEL 232, KEBINE
xRS EEl->7-Z ¢ hn, REICXZEEERBO O, 150 mgkg B E5HD
HETIE, REATEEHEFOREMMENMEUEZ R, HREOELBER SR L@
CC, BENXNBHEE TEH THS Lz, EEFEOM T, 150 mgkg BEHTRE
I REEMAEE A2 bz, BEE 2 BOBEER CEIEHR P OKERY
MEIREEL EEY  BlE 14 AOERERXMBHEHERASOEERLEI &b, KRE
X BEIEEIRED b,

RBRETIE, B#E 6 BRERIZ 150 mg/kg I EH TRIZBZFEDKMBENRD b,
L2L, FA#HOBKERVCEREISEEATHY . thoRREEB B X OFRERIC
BEZH NPT b, £BEOEPNOETLTHIFREELZ X O
MII TR TH Tz, ZOELIIAREZL D HEELE L,

MEFERE T, REYEERTRERIZ 150 mgkg B ESFHEORE THAFRMERRRH
MERBOFE, Vo EREFEOMKME, 4FPERLE, FPRE, FEEREKOEREK
DEEPRBD bz, BRT2 LI, BEKTROHR CHICRTIEEHOBERECH;
EEORERE, BEr#EO>HEHi2EBL b, HIBEMICAIE DU L ANEER M
HEOFRBHONTNDZ &b, RIEIHEIRUSHEDOELEEZ bivie, £72. 150
mg/kg WEHOHETT 1 b o v B VBRI R NERLEHRS b R F 7 R F VEHEOE
BEXRO NIz, BOMKRIZAONZEE RRICE ORT RICEE L= E{LD Wi
HHEBZONER, WTNLBHMTHY., 747V ) —F U EROCI/MEEZ EYEHE
REE T A—FICEBII 2L, EROBERRIFAHTH -7,

FIR B AR E G, B EHBK TERZ 50 X1 150 mg/kg 5B OBETEENIRD LN
7oy, IREEIC LY EESESRD LT,

BREEETH, REHHBETRIC 150 mgkg REHOETRBEREDSEIRD L
L, EBRFEMICEIEEREORERSA BN, ZhbDELIEE ORI T SR b
VAMDRIELZE X biv, (REIZX VER LU, BIEMBKTRIC 150 mg/kg 58
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DEHE CRIBREEREOSEIBD SN, MIRFRECENEZRRTAIE/LITALN
P, BEKRTROMBERECRW TS, BIBEERNCEET 2ELLREABRY
Tehh, BEEMESRIT LV LU,

REFRE T, BEHRETRICARIRPTR L LT, 150 mg/kg ¥ 5EOM THIE
DOEEREE., 15 mg/kg UL L D& 5RO MERE CRIE MIER OMEERE, 150 mgkg REHD
MERE TR E R & B E OB S, AIEREEOMKE. 15 mgkg BEHEOM TR
BREE OREE, 50mgkg DL EOBREROMHECH ORARIEE, REHMMKT
RFIZ S 150 mg/kg 5 BEOMERME CRil B FEIER OME R & U1 F KR & B0k e o
WESALNZ, TNHOB{LOERE LT, ZADEIZIMASEBIZE Y FALT IV
Te FREMAREELDZ 0D (BARLLESKR, ERILEVA N T o7, LE
(1984).[Hazardous Substances Data Bank]) . 1 b0 fEH O FE~DYBAYRIEOF
EBnEZEZ oz,

MBZFICIE, TBOFRBW T, ETHEOUL AMEE,. RELFOREHE
k. RELEEOEHBRAK. EREORE., BRENEOEA, WMEFEOEENA
Hivlz,

Fio, TREOUL A, HTHTHBEHEOBMERSEFLENA DN, ZThbD
BALX % ORBBRFAMERD S, BRME ORI X AR S, EERET
FRTE OO AMBEOHEBER AN EE LT, BETHERRICBIT ABBHEOCR
LR A OGNz, o, RISHEEEEBIH NN, TR TEREOHEENA L
NTEY, KEIZLIEEEMIDNE, ZOMOE/RIT 14 BRIOEREIZI D EIEL
Too EHOHIZBW T, ROFEERA DN, ZOBLIIHBENS AL TEY
BEDKEYR - 738 - ALK T2 BB ERYER S ICLZRBEIC L > THEI
EbOEEZX DR, ZOEREEERICBOTHEE - BEXBRHLZLOD, EE
BIXRETIERVWO T, BB 2EEREITHTH B,

FE, BEE. RRE, MEREREROREZERE CALNZELRRK. Tt bik
ECLIVBEETH L, EELEZZENL, WTFRLAHEDOELEBZ b,

82 HAWER4LEEH

MRS, RRETICE LB, XBE, BRERUZBBICEIHEBRHEREORK
IO LN 0T, FiT, HER, MEHR, BEK, SREE. KRR, FE
RE, HERE, HERROHILICHEBRYERSOREIFR ST, BALHBETO
BEARBICHLEREPRDONRNT LMD, 150 mg/kg BEBICBWTHMEHESH O
RERE, FERE VOB, BEMWOTRMER. SR EUOWETE R & OLFEMERE~
DEBE T L HIMr LTz,

HAR T, AR, HABROAR 4 HOKE, YICER 4 BOEFEREN
HIRAT RSB E R 51 X 3 E(IRD bk h o T,

THLDORRND, JERRAFARAFAT—FLORERESHICHTIESESE
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X, 15 mg/kg BEFBHOMMECRIB OEERNA D/ DR & H1Z 15 mg/kg/day %
TH? EBx b, ¥, EWEBEEHICHT 2 ERERT. HERSME RS
OV 150 mg/kg/day % B[RS &[T LTz,
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9. ik

1) 7BBRAFNAFAET—FTADTy bV 14 BRRERO&RE
HHERR (FHRAB) BISHERY VI —FEr ¥ — RBES  C-R126, 2009
)

2) Shayne C. Gad and Carrol S. Weil (1994) : Chapter 7. Statistics for Toxicologists, In

Principles and Methods of Toxicology (A. Wallace Hayes, ed.), 3rd ed., pp.221-274,
Raven Press, Ltd., New York.

3) ARG (1981) : FBHFFME —FHE & 5411, pp.23-27, 387-389, R R RFEHR=,
H.
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Fig.1 A combined repeated-dose/reproductive-developmental toxicity study in rats

treated orally with Chloromethyl Methyl Ether
Motor activity of male rats (Week 6 of administration)
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Fig.2 A combined repeated-dose/reproductive-developmental toxicity study in rats

treated orally with Chloromethyl Methyl Ether
Motor activity of female rats (Main group, Day 4 of lactation)
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Fig.3 A combined repeated-dose/reproductive-developmental toxicity study in rats

treated orally with Chloromethyl Methyl Ether
Motor activity of female rats (Recovery group, Week 6 of administration)
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Fig.4 A combined repeated-dose/reproductive-developmental toxicity study in rats

treated orally with Chloromethyl Methyl Ether
Motor activity of male rats (Week 2 of recovery)
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Fig.5 A combined repeated-dose/reproductive-developmental toxicity study in rats

treated orally with Chloromethyl Methyl Ether
Motor activity of female rats (Week 2 of recovery)
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A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Chloromethyl Methyl Ether

Body weight changes of male rats
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Fig.7/ A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Chloromethyl Methyl Ether

Body weight changes of female rats (Main group)
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A combined repeated—dose/reproductive~developmenta1 toxicity study in rats treated orally
with Chloromethyl Methyl Ether

Body weight changes of female rats (Recovery group)
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Food consumption of male rats
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Fig.10 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Chloromethyl Methyl Ether

Food consumption of female rats (Main group)



30

25

20

15

Food consumption (g/rat/day)

R-1030

10t
S o——o 0 mg/kg/day
&—-—o 150 mg/kg/day
} Administration period ! I Recovery period —
O ] | 1 | | | - i | | //// | | | | |
1 4 8 11 15 32 36 39 4277 1 4 8 11 14 (day)
Fig. 1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Chloromethyl Methyl Ether

Food consumption of female rats (Recovery group)
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Table 1~-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Chloromethyl Methyl Ether

Clinical signs in male rats (Administration period)

Day of administration

Dose Signs

mg/kg/day 1-7 8-14 15-21 22-28 29-35 36-42

0 No. of animals 12 12 12 12 12 12

No. of animals with abnormal findings 0 0 0 0 0 ]

15 No. of animals 12 12 12 12 12 12

No. of animals with abnormal findings 0 0 0 0 Q 0

50 No. of animals 12 12 12 12 12 12

No. of animals with abnormal findings 0 0 (4] 0 Q 0

150 No. of animals 12 12 12 12 12 12

No. of animals with abnormal findings 0 0 4} 0 0 0
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Table 1-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Chloromethyl Methyl Ether

Clinical signs in female rats during the pre-mating period (Main group)

Day of administration

Dose Signs
mg/kg/day 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
0 No. of animals i2 12 12 i2 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 4] 0 0 4] 0 [4] ] 0 0 o 0 0
15 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
50 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 4] ¢ 0 0 0 0 0 0 [ 0 0 [4] 0 0
150 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

No. of animals with abnormal findings 0 0 0 0 [\ 0 0 0 0 0 0 0 0 0 ]




Table 1-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Chloromethyl Methyl Ether

Clinical signs in dams during the gestation period (Main group)

R-1030

Administration
Dose Signs
mg/kg/day 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23a)
0 No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 O
No. of dams with abnormal findings o 0 0 o0 0 O0 0 ¢ 0o 0 ¢ O O 0o ¢ o 0 O©¢ O o0 0 O
15 No. of dams 11 11 11 11 11 11 11 11 11 11 11 11 1t 11 11 11 11 11 11 11 11 11 2 0
No. of dams with abnormal findings o o 0 o0 o0 0 0 0 ¢ 0 o o0 0 o0 0 0O O 0 O 0 0 O0 O
50 No. of dams 10 10 10 10 10 10 1¢ 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 0
No. of dams with abnormal findings o 0 o ¢ 0 0 0 0 O O © O O O O O © O O O 0 0
150 No. of dams 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 16 10 1 0
No. of dams with abnormal findings o o o 0 o0 0 0 0 © 0 6 ¢ 6 0 o0 0 ¢ 0 o0 0 ¢ ¢ o0

a): Day of gestation
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Table 1-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Chloromethyl Methyl Ether

Clinical signs in dams during the lactation period (Main group)

Administration
Dose Signs

mg/kg/day 0 1 2 3 4a)

0 No. of dams 12 12 12 12 12

No. of dams with abnormal findings 0 0 0 4] 0

15 No. of dams 11 11 11 11 11

No. of dams with abnormal findings 0 0 0 0 0

50 No. of dams 10 10 10 10 10

No. of dams with abnormal findings 0 0 0 o} 0

150 No. of dams 10 10 10 10 10

No. of dams with abnormal findings 0 0 0 0 0

a): Day of lactation



R~1030

Table 1-5 A combined repeated-dose/reproductive~developmental toxicity study in rats treated orally
with Chloromethyl Methyl Ether

Clinical signs in female rats (Recovery group, administration period)

Day of administration

Dose Signs
mg/kg/day 1-7 8-14 15-21 22-28 29-35 36-42
0 No. of animals 5 5 5 5 5 5
No. of animals with abpormal findings 0 0 0 0 0 0
150 No. of animals 5 5 5 5 5 5
No. of animals with abnormal findings 0 0 o] 4] 0 0
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Table 1-6 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Chloromethyl Methyl Ether

Clinical signs in male rats (Recovery period)

Day of recovery

Dose Signs
mg/kg/day 1 2 3 4 5 6 7 8 9 10 11 12 13 14
0 No. of animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5
No. of animals with abnormal findings Q 0 0 0 0 4] 0 0 0 ¢ 0 0 0 0
150 No. of animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0
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Table 1-7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Chloromethyl Methyl Ether

Clinical signs in female rats (Recovery period)

Day of recovery

Dose Signs
mg/kg/day 1 2 3 4 5 8 7 8 9 10 11 12 13 14
0 No. of animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5
No. of animals with abnormal findings 0 ] 0 0 4] 4] 0 0 0 0 0 0 (4] Q
150 No. of animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5
No. of animals with abnormal findings 0 0 0 0 0 4] 0 0 0 0 0 0 0 0
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Table 2-1 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether
Detailed clinical signs in male rats: home cage observations (Week 1 of administration)
Dose (mg/kg/day) 4] 15 50 150
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12
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Table 2-2 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Detailed clinical signs in male rats: home cage observations (Week 2 of administration)

Dose (mg/kg/day) 0 15 50 150
Parameter No. of animals 12 12 12 4 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12

Abnormal behavior
Nomne 12 12 12 12
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Table 2-3 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Detailed clinical signs in male rats: home cage observations (Week 3 of administration)

Dose (mg/kg/day) 0 15 50 150
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 i2 12

Abnormal behavior
None 12 12 12 12
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Table 2-4 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether
Detailed clinical signs in male rats: home cage observations (Week 4 of administration)
Dose (mg/kg/day) 0 15 50 150
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12
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Table 2-5 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether
Detailed clinical signs in male rats: home cage observations (Week 5 of administration)
Dose (mg/kg/day) 0 15 50 150
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12
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Table 2-8 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether
Detailed clinical signs in male rats: home cage observations {Week 6 of administration)
Dose (mg/kg/day) 0 15 50 150
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12
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Table 2-7 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Detailed clinical signs in female rats: home cage observations (Main group, Week 1 of administration)

Dose (mg/kg/day) 0 15 50 150
Parameter No. of animals 12 12 i2 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12

Abnormal behavior
None 12 12 12 12
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Table 2-8 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

.Detailed clinical signs in female rats: home cage observations (Main group, Week 2 of administration)

Dose (mg/kg/day) 0 15 S0 150
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12

Abnormal behavior
None 12 12 12 12
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Table 2-9 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether
Detailed clinical signs in female rats: home cage observations (Main group, Day 1 of gestation)
Dose (mg/kg/day) 0 15 50 150
Parameter No. of animals 12 11 10 10
Posture
Normal 12 11 10 10
Convulsion
None 12 11 10 10
Abnormal behavior
None 12 11 10 10
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Table 2-10 A combined repeated-dose/reproductive~developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether
Detailed clinical signs in female rats: home cage observations (Main group, Day 7 of gestation)
Dose (mg/kg/day) 0 15 50 150
Parameter No. of animals 12 11 10 10
Posture
Normal 12 11 i0 10
Convulsion
None 12 11 10 10
Abnormal behavior
None 12 11 10 10
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Table 2-11 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether
Detailed clinical signs in female rats: home cage observations (Main group, Day 14 of gestation)
Dose (mg/kg/day) 0 15 50 150
Parameter No. of animals 12 11 10 10
Posture
Normal 12 11 i0 10
Convulsion
None 12 11 10 10
Abnormal behavior
None 12 11 10 10
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Table 2-12 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether
Detailed clinical signs in female rats: home cage observations (Main group, Day 20 of gestation)
Dose (mg/kg/day) 0 15 50 150
Parameter No. of animals 12 11 10 10
Posture
Normal 12 11 10 10
Convulsion
None 12 11 10 10
Abnormal behavior
None 12 11 10 10
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Table 2-13 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether
Detailed clinical signs in female rats: home cage observations (Main group, Day 4 of lactation)
Dose (mg/kg/day) 0 15 50 150
Parameter No. of animals 12 11 10 10
Posture
Normal 12 11 10 10
Convulsion
None 12 11 10 10
Abnormal behavior
None 12 11 10 10




R-1030

Table 2-14 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Detailed clinical signs in female rats: home cage observations (Recovery group, Week 1 of administration)

Dose (mg/kg/day) 0 150
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 5 5
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Table 2-15 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Detailed clinical signs in female rats: home cage observations (Recovery group, Week 2 of administration)

Dose (mg/kg/day) 0 150
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 5 5
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Table 2-16 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Detailed clinical signs in female rats: home cage observations (Recovery group, Week 3 of administration)

Dose (mg/kg/day) 0 150
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 5 5
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Table 2-17 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Detailed clinical signs in female rats: home cage observations (Recovery group, Week 4 of administration)

Dose (mg/kg/day) 0 150
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 5 5
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Table 2-18 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether
Detailed clinical signs in female rats: home cage observations (Recovery group, Week 5 of administration)
Dose (mg/kg/day) 0 150
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5
Abnormal behavior
None S 5
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Table 2-19 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Detailed clinical signs in female rats: home cage observations (Recovery group, Week 6 of administration)

Dose (mg/kg/day) 0 150
Parameter No. of animals 5 S
Posture
Normal 5 5
Convulsion
None S 5

Abnormal behavior
None 5 5
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Table 2-20 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Detailed clinical signs in male rats: home cage observations {(Week 1 of recovery)

Dose (mg/kg/day) 0 150
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 5 5
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Table 2-21 A combined repeated-dose/reproductive~developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Detailed clinical signs in male rats: home cage observations (Week 2 of recovery)

Dose (mg/kg/day) 0 150
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 S

Abnormal behavior
None 5 5
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Table 2-22 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Detailed clinical signs in female rats: home cage cbservations (Week 1 of recovery)

Dose (mg/kg/day) 0 150
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 S

Abnormal behavior
None S 5
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Table 2-23 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Detailed clinical signs in female rats: home cage observations (Week 2 of recovery)

Dose (mg/kg/day) 0 150
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None S S

Abnormal behavior
None 5 S
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Table 2-24 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Detailed clinical signs in male rats: in-the-hand observations {(Week 1 of administration)

Dose (mg/kg/day) 0 15 50 150

Parameter No. of animals 12 12 12 12
Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 10 8 4 9

Soft 2 4 8 2

Moderate 0 0 0 1

Reactivity to handling
Easy 12 12 12 12
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Table 2-25 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Detailed clinical signs in male rats: in-the-hand observations (Week 2 of administration)

Dose (mg/kg/day) 0 15 50 150

Parameter No. of animals 12 12 12 12
Ease of removal from cage

Easy 10 12 11 12

Some resistance/avoidance 2 [t] 1 0
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 9 12 10 12

Soft 2 0 1 0

Moderate 1 0 0
Reactivity to handling

Easy 10 12 12 12

Slightly awkward 1 0 0 0

Difficult 1 0 0 0




R-1030

Table 2-28 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Detailed clinical signs in male rats: in-the-hand observations (Week 3 of administration)

Dose (mg/kg/day) 0 15 50 : 150

Parameter No. of animals 12 12 12 12
Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Pilgerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 11 11 10 10

Soft 1 1 2 2

Reactivity to handling
Easy 12 12 12 12
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Table 2-27 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Detailed clinical signs in male rats: in-the-hand observations (Week 4 of administration)

Dose {mg/kg/day) 0 15 50 150

Parameter No. of animals 12 12 12 12
Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 9 11 10 11

Soft 3 1 2 1

Reactivity to handling
Easy 12 12 12 12
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Table 2-28 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Detailed clinical signs in male rats: in-the-hand observations (Week 5 of administration)

Dose (mg/kg/day) 0 15 50 150

Parameter No. of animals 12 12 12 12
Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12

Palpebral closure
Normal 12 12 12 12

Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 12 12 11 12

Moderate 0 0 1 0

Reactivity to handling
Easy 12 12 12 12
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Table 2-29 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Detailed clinical signs in male rats: in-the-hand observations (Week 6 of administration)

Dose (mg/kg/day) 0 15 50 150
Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 11 12 12 12

Some resistance/avoidance 1 0 0 0
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12

Secretions-Eye, Nose
Absent 12 12 12 12

Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation ’

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 11 12 10 11

Soft 1 0 2 1
Reactivity to handling

Easy 11 12 12 11

Slightly awkward 0 0 0 1

Difficult 1 0 0 0
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Table 2-30 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Detailed clinical signs in female rats: in-the-hand observations (Main group, Week 1 of administration)

Dose (mg/kg/day) 0 15 50 150

Parameter No. of animals 12 12 12 12
Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions~-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 ) 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 11 10 12 12

Soft 1 2 [¢] 0

Reactivity to handling
Easy 12 12 12 12
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Table 2-31 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Detailed clinical signs in female rats: in-the-hand observations (Main group, Week 2 of administration)

Dose (mg/kg/day) 0 15 50 150

Parameter No. of animals 12 12 12 12
Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normail A 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 12 12 12 11

Moderate 0 0 0 1

Reactivity to handling
asy
Slightly awkward (4] 0 0 1
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Table 2~32 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Detailed clinical signs in female rats: in-the-hand observations (Main group, Day 1 of gestation)

Dose (mg/kg/day) 0 15 50 150

Parameter No. of animals 12 11 10 10
Ease of removal from cage

Easy 12 11 10 10
Fur condition

Normal 12 11 10 10
Skin

Normal 12 11 10 10
Secretions-Eye, Nose

Absent 12 11 10 10
Exophthalmos

Absent 12 11 190 10

Palpebral closure
Normal 12 11 10 10

Mucosal membranes

Normal 12 11 10 10
Lacrimation

Normal 12 11 10 10
Piloerection

Absent 12 11 10 10
Pupil size

Normal 12 11 10 10
Salivation

Nomne 12 11 10 10
Abnormal respiration

Absent 12 11 10 10
Vocalization

None 12 10 9 10

Soft 0 1 1 0

Reactivity to handling
Easy 12 11 10 10
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Table 2-33 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Detailed clinical signs in female rats: in-the-hand observations (Main group, Day 7 of gestation)

Dose (mg/kg/day) 0 15 50 150
Parameter No. of animals 12 11 10 11

Ease of removal from cage

Easy 12 11 10 10
Fur condition

Normal 12 11 10 10
Skin

Normal 12 11 10 10
Secretions-Eye, Nose

Absent 12 11 10 10
Exophthalmos

Absent 12 11 10 10
Palpebral closure

Normal 12 11 10 10
Mucosal membranes

Normal 12 11 10 10
Lacrimation

Normal 12 11 10 10
Piloerection

Absent 12 11 10 10
Pupil size

Normal 12 11 10 10
Salivation

None 12 11 10 10
Abnormal respiration

Absent 12 11 10 10
Vocalization

None 11 11 8 10

Soft 1 0 - 2 0

Reactivity to handling
Easy 12 11 10 10




Table 2-34 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Detailed clinical signs in female rats:

in-the-hand observations (Main group,

Day 14 of gestation)

R-1030

Dose (mg/kg/day) 0 15 50 150

Parameter No. of animals 12 11 10 10
Ease of removal from cage

Easy 12 11 10 10
Fur condition

Normal 12 11 10 10
Skin

Normal 12 11 10 10
Secretions-Eye, Nose

Absent 12 11 10 10
Exophthalmos

Absent 12 11 10 10
Palpebral closure

Normal 12 11 10 10
Mucosal membranes

Normal 12 11 10 10
Lacrimation

Normal 12 11 10 10
Pilocerection

Absent 12 11 10 10
Pupil size

Normal 12 11 10 10
Salivation

None 12 11 10 10
Abnormal respiration

Absent 12 11 10 10
Vocalization

None 12 11 9 10

Soft [¢] 0 1 0
Reactivity to handling

Easy 12 11 9 10

Slightly awkward 0 o} 1 0
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Table 2-35 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Detailed clinical signs in female rats: in-the-hand observations (Main group, Day 20 of gestation)

Dose (mg/kg/day) 0 15 50 150

Parameter No. of animals 12 11 10 10
Ease of removal from cage

Easy 12 11 10 10
Fur condition

Normal 12 11 10 10
Skin

Normal 12 11 10 10
Secretions-Eye, Nose

Absent 12 11 10 10
Exophthalmos

Absent 12 11 10 10
Palpebral closure

Normal 12 11 10 10
Mucosal membranes

Normal 12 11 10 10
Lacrimation

Normal 12 11 10 10
Piloerection

Absent 12 11 10 10
Pupil size

Normal i2 11 10 10
Salivation

None 12 11 10 10
Abnormal respiration

Absent 12 11 10 10
Vocalization

None 11 11 10 10

Soft 1 0 [ 0

Reactivity to handling
Easy 12 11 10 10
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Table 2-36 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Detailed clinical signs in female rats: in-the-hand observations (Main group, Day 4 of lactation)

Dose (mg/kg/day) 0 15 50 150

Parameter No. of animals 12 11 10 10
Ease of removal from cage

Easy 12 11 10 10
Fur condition

Normal 12 11 10 10
Skin

Normal 12 11 10 10
Secretions-Eye, Nose

Absent 12 11 10 10
Exophthalmos .

Absent 12 11 10 10

Palpebral closure
Normal 12 11 10 10

Mucosal membranes

Normal 12 11 10 10
Lacrimation

Normal 12 11 10 10
Piloerection

Absent 12 11 10 10
Pupil size

Normal 12 11 10 10
Salivation

None 12 11 10 10
Abnormal respiration

Absent 12 11 10 10
Vocalization

None 12 11 10 10

Reactivity to handling
Easy 12 11 10 10
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Table 2-37 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Detailed clinical signs in female rats: in-the-hand observations (Recovery group, Week 1 of administration)

Dose (mg/kg/day) 0 150

Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions~Eye, Nose

Absent 5 )
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 S5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 4 5

Soft 1 0

Reactivity to handling
Easy 5 54
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Table 2-~38 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Detailed clinical signs in female rats: in-the-hand observations {(Recovery group, Week 2 of administration)

Dose (mg/kg/day) 0 150
Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 _ 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 5 5

Reactivity to handling
Easy 5 5




R-1030

Table 2-39 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Detailed clinical signs in female rats: in-the-hand observations (Recovery group, Week 3 of administration)

Dose (mg/kg/day) 0 150

Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin .

Normal 5 5

Secretions-Eye, Nose
Absent S 5

Exophthalmos
Absent ’ 5 5

Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 54 5
Abnormal respiration

Absent 5 5
Vocalization

None 5 5

Reactivity to handling
Easy 5 5
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Table 2-40 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyi Methyl Ether

Detailed clinical signs in female rats: in-the-hand observations (Recovery group, Week 4 of administration)

Dose (mg/kg/day) 0 150

Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 )
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5

Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 53
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 5 5

Reactivity to handling
Easy 5 5
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Table 2-41 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Detailed clinical signs in female rats: in-the-hand observations (Recovery group, Week 5 of administration)

Dose (mg/kg/day) ] 150

Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5

Palpebral closure
Normal 5 5

Mucosal membranes

Normal ) 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 S
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 5 5

Reactivity to handling
Easy 5 5
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Table 2-42 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Detailed clinical signs in female rats: in-the-hand observations {(Recovery group, Week 6 of administration)

Dose (mg/kg/day) 0 150

Parameter No. of animals 5 5
Ease of removal from cage

Easy S 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None S 5

Reactivity to handling
Easy 5 5




R-1030

Table 2-43 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Detailed clinical signs in male rats: in-the-hand observations (Week 1 of recovery)

Dose (mg/kg/day) 0 150
Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal : 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal S5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 5 5

Reactivity to handling
Easy 5 5
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Table 2-44 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Detailed clinical signs in male rats: in-the-hand observations (Week 2 of recovery)

Dose (mg/kg/day) 0 150

Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 S
Abnormal respiration

Absent 5 5
Vocalization

None 5 5

Reactivity to handling
Easy 5 5
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Table 2-45 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Detailed ciinical signs in female rats: in-the-hand observations (Week 1 of recovery)

Dose (mg/kg/day) 0 150

Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent S )
Vocalization

None 51 5

Reactivity to handling
Easy 5 5
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Table 2-46 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Detailed clinical signs in female rats: in-the-hand cobservations (Week 2 of recovery)

Dose (mg/kg/day) 0 150

Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal S 5
Skin

Normal 5 5
Secretions-Eye., Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal S 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 5 5

Reactivity to handling
Easy 5 5




Table 2-47 A combined repeated-dose/reproductive-developmental toxicity study in rats

treated orally with Chloromethyl Methyl Ether

Detailed clinical signs in male rats: open field observation {(Week 1 of administration)

R-10830

Dose (mg/kg/day) 0 15 50 150

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) 3+ 2 3+ 2 4+ 3 4+ 1
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 1
Urination

None 12 11 11 11

Small amount 0 1 1 1

No significant difference in any treated groups from control group.



R-1030

Table 2-48 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether
Detailed clinical signs in male rats: open field observation (Week 2 of administration)
Dose (mg/kg/day) 0 15 50 150

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

No/minimal location 1 0 0 0

Normal 11 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) 3+ 2 2+ 2 4+ 2 4+ 3
Defecation count {(Mean+S.D.) 0o+ 1 0+ 0+ 1 0+ -0
Urination

None 12 11 12 11

Small amount 0 1 o] 1

No significant difference in any treated groups from control group.



Table 2-49 A combined repeated-dose/reproductive-developmental toxicity study in rats

treated orally with Chloromethyl Methyl Ether

Detailed clinical signs in male rats: open field observation (Week 3 of administration)

R-1030

Dose (mg/kg/day) 0 15 50 150

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal . 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) 3+ 2 3+ 3 5+ 3 3+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 1 0+ O 0+ 0
Urination

None 12 11 12 12

Small amount 0 1 ¢ 0

No significant difference in any treated groups from control group.



Table 2-50 A combined repeated-dose/reproductive-developmental toxicity study in rats

treated orally with Chloromethyl Methyl Ether

Detailed clinical signs in male rats: open field observation (Week 4 of administration)

R-1030

Dose (mg/kg/day) 0 15 50 150

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) 4+ 2 3+ 2 4+ 1 4+ 2
Defecation count (Mean+S.D.} 0+ 0 0+ 1 0+ 0 0+ 1
Urination

None 11 11 12 11

Small amount 1 1 0 1

No significant difference in any treated groups from control group.



Table 2-51 A combined repeated-dose/reproductive-developmental toxicity study in rats

treated orally with Chloromethyl Methyl Ether

Detailed clinical signs in male rats: open field observation (Week 5 of administration)

R-1030

Dose {(mg/kg/day) 0 15 50 150

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) 4+ 2 5+ 2 6+ 2 4+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ ¢
Urination

None 9 10 11 10

Small amount 3 2 1 2

No significant difference in any treated groups from control group.



Table 2-52 A combined repeated-dose/reproductive-developmental toxicity study in rats

treated orally with Chloromethyl Methyl Ether

Detailed clinical signs in male rats: open field observation (Week 6 of administration)

R-1030

Dose (mg/kg/day) 0 15 50 150

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

None - 12 12 12 12
Rearing (Mean+S.D.) 5+ 3 5+ 2 6+ 3 5+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 10 11 12 10

Small amount 2 1 0 2

No significant difference in any treated groups from control group.



R-1030

Table 2-53 ) A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Detailed clinical signs in female rats: open field observation (Main group, Week 1 of administration)

Dose (mg/kg/day) 0 15 50 150

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal : 12 12 12 . 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) 6+ 2 8+ 2«D 6+ 2 6+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ O 0+ O 0+ 0
Urination

None 12 12 12 12

# : p<0.05 (Significant difference from control group)
D : Dunnett's test



R-1030

Table 2-54 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether
Detailed clinical signs in female rats: open field observation (Main group, Week 2 of administration)
Dose (mg/kg/day) 0 15 50 150

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) T+ g+ 6+ 2 6+ 2
Defecation count (Mean+S.D.) 0+ 0+ 0 0+ 0 0+ 0O
Urination

None 12 12 11 12

Small amount 0 0 1 ¢

No significant difference in any treated groups from control group.



R-1030

Table 2-55 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether
Detailed clinical signs in female rats: open field observation (Main group, Day 1 of gestation)
Dose (mg/kg/day) 0 15 50 150

Parameter No. of animals 12 11 10 10
Arousal

Normal 12 11 10 10
Convulsion

None 12 11 10 10
Abnormal behavior

None 12 11 10 10
Stereotypy

None 12 11 10 10
Gait

Normal 12 11 10 10
Posture

Normal 12 11 10 10
Grooming

None 12 11 10 10
Rearing (Mean+S.D.) 6+ T+ T+ 6+ 1
Defecation count (Mean+S.D.) 0+ 0 0+ 0 (23 0+ 0
Urination

None 12 11 10 10

No significant difference in any treated groups from control group.



R-1030

Table 2-56 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Detailed clinical signs in female rats: open field observation {(Main group, Day 7 of gestation}

Dose (mg/kg/day) 0 15 50 150

Parameter No. of animals 12 11 10 10
Arousal

Normal 12 11 10 10
Convulsion

None 12 11 10 10
Abnormal behavior

None 12 11 10 10
Stereotypy

None 12 11 10 10
Gait

Normal 12 11 10 10
Posture

Normal 12 11 10 10
Grooming

None 12 11 10 10
Rearing (Mean+S.D.) 6+ 2 7+ 3 7+ 2 6+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 12 11 10 8

Small amount 0 0 0 2

No significant difference in any treated groups from control group.



R-1030

Table 2-57 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether
Detailed clinical signs in female rats: open field observation (Main group, Day 14 of gestation)
Dose (mg/kg/day) 0 15 50 150

Parameter No. of animals 12 11 10 10
Arousal

Normal 12 11 10 10
Convulsion

None 12 11 10 10
Abnormal behavior

None 12 11 10 10
Stereotypy

None 12 11 10 10
Gait

Normal 12 11 10 10
Posture

Normal 12 11 10 10
Grooming

None 12 11 10 10
Rearing (Mean+S.D.) 6+ 6+ 2 5+ 5+ 2
Defecation count (Mean+S.D.) 0+ 0+ 0 0+ 0 0+ 0O
Urination

None 12 11 10 10

No significant difference in any treated groups from control group.



R-1030

Table 2-58 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether
Detailed clinical signs in female rats: open field observation (Main group, Day 20 of gestation)
Dose (mg/kg/day) 0 15 50 150

Parameter No. of animals 12 11 10 10
Arousal

Normal 12 11 10 10
Convulsion

None 12 11 10 10
Abnormal behavior

None 12 11 10 10
Stereotypy

None 12 11 10 10
Gait

Normal 12 11 10 10
Posture

Normal 12 11 10 10
Grooming

None 12 11 10 10
Rearing (Mean+S.D.) 5+ 2 5+ 2 5+ 1 4+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ O 0+ ©
Urination

None 12 11 10 10

No significant difference in any treated groups from control group.



R-1030

Table 2-59 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether
Detailed clinical signs in female rats: open field observation (Main group. Day 4 of lactation)
Dose (mg/kg/day) 0 15 50 150

Parameter No. of animals 12 11 10 10
Arousal

Normal 12 11 10 10
Convulsion

None 12 11 10 10
Abnormal behavior

None 12 11 10 10
Stereotypy

None 12 11 10 10
Gait

Normal 12 11 10 10
Posture

Normal 12 11 10 10
Grooming

None 12 11 10 10
Rearing (Mean+S.D.) T+ T+ T+ 6+ 1
Defecation count (Mean+S.D.) 0+ 0 O+ 0+ 0+ O
Urination

None 12 11 10 10

No significant difference in any treated groups from control group.



Table 2-60 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

R-1030

Detailed clinical signs in female rats: open field observation (Recovery group, Week 1 of administration)

Dose (mg/kg/day) 0 150

Parameter No. of animals 5 5
Arousal

Normal : 5 5
Convulsion

None 5 53
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None S5 5
Rearing (MeanxS.D.) T+ 6+ 1
Defecation count (Mean+S.D.) 0+ 0+ 0
Urination

None 5 4

Small amount (¢ 1

No significant difference between treated group and control group.



R-1030

Table 2-61 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Detailed clinical signs in female rats: open field observation (Recovery group, Week 2 of administration)

Dose (mg/kg/day) 0 150

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 S
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 : 5
Grooming

None 5 5
Rearing (Mean+S.D.) 7+ 3 8+ 3
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 5 5

No significant difference between treated group and control group.



R-1030

Table 2-862 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Detailed clinical signs in female rats: open field observation (Recovery group, Week 3 of administration)

Dose (mg/kg/day) 0 150

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal : 5 5
Grooming

None 5 5}
Rearing (Mean+S.D.) 8+ 2 8+ 1
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 5 5

No significant difference between treated group and control group.



R-1030

Table 2-83 A combined repeated-dose/reproductive~developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Detailed clinical signs in female rats: open field observation (Recovery group, Week 4 of administration)

Dose (mg/kg/day) 0 150

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None S 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal S 5
Grooming

None 5 5
Rearing (Mean+S.D.) 11+ 2 10+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 5 4

Small amount 0 1

No significant difference between treated group and control group.



R~1030

Table 2-64 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Detailed clinical signs in female rats: open field observation (Recovery group, Week 5 of administration)

Dose (mg/kg/day) 0 150

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None S 5
Stereotypy

None 5 5
Gait

Normal 5 53
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S.D.) 8+ 2 8+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None S 5

No significant difference between treated group and control group.



R-1030

Table 2-65 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Detailed clinical signs in female rats: open field observation (Recovery group. Week 8 of administration)

Dose (mg/kg/day) 0 150

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None S 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal S 5
Grooming

None 5 5
Rearing (Mean+S.D.) 10+ 1 8+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 5 5

No significant difference between treated group and control group.



R-1030

Table 2-66 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Detailed clinical signs in male rats: open field observation (Week 1 of recovery)

Dose (mg/kg/day) ] 150

Parameter No. of animals 5 5
Arousal

Normal 51 5
Convulsion

None 5 5
Abnormal behavior

None 5 S
Stereotypy

None S 5
Gait

No/minimal location 0 1

Normal 5 4
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S.D.) 3+ 2 3+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 5 5

No significant difference between treated group and control group.



R-1030

Table 2-67 A combined repeated-dose/reproductive-~developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Detailed clinical signs in male rats: open field observation (Week 2 of recovery)

Dose (mg/kg/day) 0 150

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 51
Abnormal behavior

None S S
Stereotypy

None 5 5
Gait

No/minimal location 1 0

Normal 4 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S.D.) 3+ 2 4+ 1
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 4 5

Small amount 1 0

No significant difference between treated group and control group.



R-1030

Table 2-68 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Detailed clinical signs in female rats: open field observation (Week 1 of recovery)

Dose {mg/kg/day) 0 150

Parameter No. of animals 5 5
Arousal

Normal S5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal S S
Posture

Normal 5 5
Grooming

None 5 3
Rearing (Mean+S.D.) T+ 2 8+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 3 5

No significant difference between treated group and contrel group.



Table 2-69 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Detailed clinical signs in female rats:

open field observation (Week 2 of recovery)

R-1030

Dose (mg/kg/day) 0 150

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Means*S.D.) 10+ 2 11+ 3
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None S 5

No significant difference between treated group and control group.



Table 2-70 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Manipulative test of male rats (Week 6 of administration)

R-1030

Dose (mg/kg/day) 0 15 50 150

Parameter No. of animals 5 5 5 5
Auditory response

Normal 5 S S 5
Approach response

Normal 5 5 S 5
Touch response

Normal 5 5 5 5
Tail pinch response

Normal 5 S 5 5
Pupillary reflex

Pass, both 5 5 5] 5
Aerial righting reflex
{Total score: Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Landing foot splay (mm: Mean+S.D.) 84+21 T77+20 68+35 70+21

No significant difference in any treated groups from control group.



Table 2-71 A combined repeated-dose/reproductive~developmental toxicity study in rats

treated orally with Chloromethyl Methyl Ether

Manipulative test of female rats (Main group, Day 4 of lactation)

R-1030

Dose (mg/kg/day) 0 15 50 150

Parameter No. of animals 5 5 5 5
Auditory response

Normal 5 5 S 5
Approach response

Normal 5 5 5 5
Touch response

Normal 5 5 5 5
Tail pinch response

Normal 5 5 5 5
Pupillary reflex

Pass, both 5 5 5] 5
Aerial righting reflex
{Total score: Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Landing foot splay (mm: Mean+S.D.) 52+15 54+21 43+15 52+16

No significant difference in any treated groups from control group.



R-1030

Table 2-72 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Manipulative test of female rats (Recovery group, Week 6 of administration)

Dose (mg/kg/day) 0 150

Parameter No. of animals 5 5
Auditory response

Normal 5 5
Approach response

Normal 5 5
Touch response

Normal 5 S5
Tail pinch response

Normal 5 5
Pupillary reflex

Pass, both S 5
Aerial righting reflex
(Total score: Mean*S.D.) 0+ 0 0+ 0
Landing foot splay (mm: Mean+S.D.) 53+25 50+12

No significant difference between treated group and control group.



R-1030

Table 2-73 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Manipulative test of male rats (Week 2 of recovery)

Dose (mg/kg/day) 0 150

Parameter No. of animals 5 5
Auditory response

Normal 5 5
Approach response

Normal 5 S
Touch response

Normal 5 5
Tail pinch response

Normal 5 5
Pupillary reflex

Pass, both 5 5
Aerial righting reflex
(Total score: Mean+S.D.) 0+ 0 0+ 0
Landing foot splay (mm: Mean+S.D.) 81+17 T71+15

No significant difference between treated group and control group.



R-1030

Table 2-74 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Manipulative test of female rats (Week 2 of recovery)

Dose (mg/kg/day) 0 150

Parameter No. of animals 5 5
Auditory response

Normal 5 5
Approach response

Normal 5 5
Touch response

Normal 5} 5
Tail pinch response

Normal S 5
Pupillary reflex

Pass, both 5 )
Aerial righting reflex
(Total score: Mean+S.D.) 0+ 0 0+ 0
Landing foot splay (mm: Mean+S.D.) 56+23 52421

No significant difference between treated group and control group.



R-1030

Table 2-75 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Grip strength of male rats (Week 6 of administration)

Dose Fore limb Hind limb
mg/kg/day g g
0 No. 5 5
Mean 1564 661

S.D. 268 110

15 No. 5 5
Mean 1504 716

S.D. 185 151

50 No. 5 5
Mean 1558 729

S.D. 141 126

150 No. 5 5
Mean 1352 569

S.D. 376 46

No significant difference in any treated groups from control group.



R-1030

Table 2-76 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Grip strength of female rats {(Main group, Day 4 of lactation)

Dose Fore limb Hind limb
mg/kg/day g g
0 No. 5 5
Mean 1041 539

S.D. 278 90

15 No. 5 5
Mean 920 419

S.D. 261 119

50 No. 5 5
Mean 996 455

S.D. 187 73

150 No. 5 5
Mean 1138 521

S.D. 170 24

No significant difference in any treated groups from control group.



R-1030

Table 2-77 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether
Grip strength of female rats (Recovery group, Week 6 of administration)
Dose Fore 1limb Hind limb
mg/kg/day g g
0 No. 5 5
Mean 1132 479
S.D. 177 53
150 No. 5 5
Mean 1253 479
S.D. 122 52

No significant difference between treated group and control group.



R-1030

Table 2~78 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether
Grip strength of male rats (Week 2 of recovery)
Dose Fore limb Hind limb
mg/kg/day g g
0 No. 5 5
Mean 1298 816
S.D. 307 188
150 No. 5 5
Mean 1359 804
S.D. 138 99

No significant difference between treated group and control group.



R-1030

Table 2-79 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether
Grip strength of female rats (Week 2 of recovery)
Dose Fore limb Hind 1imb
mg/kg/day g g
0 No. 5 5
Mean 956 565
$.D. 184 115
150 No. 5 5
Mean 955 665
S.D. 232 171

No significant difference between treated group and control group.



R-1030

Table 2-80 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Motor activity of male rats (Week 6 of administration)

Interval (minutes)

Dose

mg/kg/day 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)

0 No. 5 5 5 5 5 5 5
Mean 406 233 155 118 99 47 1059

S.D. 40 82 67 64 82 45 223

15 No. 5 5 5 S 5 5 5
Mean 385 204 75 71 64 33 833

S.D. 72 87 60 66 54 27 241

50 No. 5 5 5 5 5 5 5
Mean 389 281 173 119 69 54 1083

S.D. 39 65 96 140 84 86 471

150 No. 5 5 5 5 5 5 S
Mean 380 295 87 69 17 15 862

S.D. 28 72 54 51 12 9 141

No significant difference in any treated groups from control group.



R-1030

Table 2-81 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether
Motor activity of female rats (Main group, Day 4 of lactation)
Interval (minutes)
Dose
mg/kg/day 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)
¢] No. 5 5 5 5 5 5 5
Mean 346 170 g5 55 38 68 771
S.D. 85 114 108 95 29 106 379
15 No. 5 5 5 5 5 5 5
Mean 336 170 121 13 12 29 681
S.D. 81 107 T2 4 6 25 225
50 No. S5 S 5 S 5 S5 5
Mean 368 257 120 66 49 67 929
S.D. 50 79 55 101 43 40 262
150 No. 5 51 5 S 53 s 5
Mean 358 113 74 22 18 24 608
S.D. 20 113 59 18 17 16 145

No significant difference in any treated groups from control group.



R-1030

Table 2-82 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether
Motor activity of female rats (Recovery group, Week 6 of administration)
Interval (minutes)
Dose
mg/kg/day 0-10 10-20 20-30 30-40 40-50 50-60 Total{0-60)
0 No. 5 5 5 5 5 5 5
Mean 423 358 313 189 163 48 1484
S.D. 54 42 105 134 148 51 405
150 No. 5 5 5 5 5 5 5
Mean 408 338 254 192 74 41 1305
S.D. 28 22 109 206 43 i5 317

No significant difference between

treated group and control group.



R-1030

Table 2-83 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether
Motor activity of male rats (Week 2 of recovery)
Interval (minutes)
Dose
mg/kg/day 0-10 10-20 20-30 30-40 40-50 50-80 Total(0-60)
(4} No. 5 5 5 5 5 5 5
Mean 346 229 197 164 155 131 1222
S.D. 26 66 67 88 114 70 384
150 No. 5 5 5 S 5 5 5
Mean 365 320+« 241 185 143 96 1351
S.D. 46 42T 66 104 103 96 309

# : p<0.05 (Significant difference from control group)

T: Student's t-test



R-1030

Table 2-84 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether
Motor activity of female rats (Week 2 of recovery)
Interval (minutes)
Dose
mg/kg/day 0-10 10-20 20-30 30-40 40~50 50-60 Total{0-60)
0 No. 5 5 5 5 5 5 5
Mean 342 334 294 242 175 | 103 1490
S.D. 48 76 134 170 103 100 480
150 No. 5 5 5 5 5 5 5
Mean 353 320 262 213 211 37 1398
S.D. 53 50 49 82 115 54 202

No significant difference between

treated group and control group.



R-1030

Table 3-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Chloromethyl Methyl Ether

Body weight of male rats (Administration period)

Day of administration

Dose Gain
mg/kg/day 1 4 8 11 15 18 22 25 29 32 36 39 42 1-42
No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 Mean 355.3 369.5 384.0 394.7 408.8 416.3 431.6 443.2 456.9 468.6 479.5 483.9 490.8 135.6
S.D. 14.5 16.9 19.4 22.2 23.6 23.7 24.6 25.9 28.2 30.3 29.5 32.4 32.3 23.1
No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
15 Mean 355.3 370.1 384.0 394.8 408.8 410.9 427.5 438.6 450.4 460.9 471.0 473.6 481.2 125.8
S.D. 14.2 14.2 14.0 15.6 16.4 16.0 16.7 19.1 21.0 23.0 24.5 23.0 25.2 20.8
No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
50 Mean 352.2 366.2 379.4 388.8 403.2 406.0 421.8 429.7 443 .8 455.0 464.7 468 .4 471.6 119.4
S.D. 12.6 14.0 19.9 24.4 29.6 27.9 31.0 29.9 32.6 35.2 32.9 35.8 35.3 29.0
No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
150 Mean 353.6 362.9 372.3 377.5 386.0+ 385.4%% 394.6%% 401 .8%% 411 .7Txx 417.3%% 425.4%« 425 . 9#n 428 .8en 75 3%+
S.D. 12.9 11.3 10.9 12.7 11.6D 14.0D 13.7D 16.7D 17.4D 18.8D 23.6D 23.8D 25.2D 22.0D
Unit: g

No.: No. of animals
#: p<0.05; #+: p<0.01 (Significant difference from control group)

D: Dunnett's test



R-1030

Table 3-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Chloromethyl Methyl Ether

Body weight of female rats during the pre-mating period (Main group}

Day of administration

Dose Gain
mg/kg/day 1 4 8 11 15 1-15
No. 12 12 12 12 12 12
0 Mean 230.8 239.3 245.8 252.4 258.8 28.1
S.D. 8.7 9.1 9.7 9.1 10.0 6.1
No. 12 12 12 12 12 12
15 Mean 231.0 241.1 247.7 252.0 259.0 28.0
S.D. 10.3 9.3 9.6 9.0 10.0 8.3
No. 12 12 12 12 12 12
50 Mean 232.8 239.0 244.7 251.8 256.8 24.1
S.D. 9.9 8.0 8.9 10.6 10.4 5.9
No. 12 12 12 12 12 12
150 Mean 231.8 238.9 243.5 246.7 249.5 17.Twx
S.D. 7.8 11.1 11.3 11.3 11.2 7.5D
Unit: g

No.: No. of animals
s#: p<0.01 (Significant difference from control group}

D: Dunnett's test



R-1030

Table 3-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Chloromethyl Methyl Ether

Body weight of dams during the gestation period (Main group)

Administration

Dose Gain
mg/kg/day 0 4 7 11 14 17 20a) 0-20

No. 12 12 12 i2 12 12 12 12
0 Mean 266.8 286.3 296.2 315.9 330.8 362.3 406.3 1392.5
S.D. 17.2 15.7 16.3 17.2 18.1 20.3 26.1 22.4

No. 11 11 11 11 11 11 11 11
15 Mean 269.1 286.9 299.1 321.6 337.7 370.5 419.3 150.2
S.D. 11.5 12.7 11.9 11.7 13.3 14.7 18.1 13.8

No. 10 10 10 10 10 10 10 10
50 Mean 263.9 284.0 296.7 315.3 330.9 363.2 409.3 145.4
S.D. 10.1 11.8 14.1 16.6 13.6 17.5 24 .4 17.7

No. 10 10 10 10 10 10 10 10
150 Mean 259.0 275.7 285.2 304.4 318.7 348.0 387.0 128.0
S.D. 13.9 11.0 10.9 12.1 12.0 17.7 20.4 14.6

Unit: g

No.: No. of dams
a): Day of gestation
No significant difference in any treated groups from control group.



Table 3-4 A combined repeated-dose/reproductive~-developmental toxicity study in rats treated orally
with Chloromethyl Methyl Ether

Body weight of dams during the lactation periecd (Main group)

R-1030

Administration

Dose Gain
mg/kg/day 0 4a) 0-4

No. 12 12 12
0 Mean 307.4 325.8 18.4
S.D. 20.6 23.0 15.1

No. 11 11 11
15 Mean 309.3 330.9 21.6
S.D. 16.4 9.5 18.2

No. 10 10 10
50 Mean 307.9 325.5 17.6
S.D. 13.4 15.3 14.5

No. 10 10 10
150 Mean 286.7+# 309.1 22.4
S$.D. 15.3b 12.6 13.1

Unit: g

No.: No. of dams

a): Day of lactation

#: p<0.05 (Significant difference from control group)
D: Dunnett's test



R-1030

Table 3~5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Chloromethyl Methyl Ether

Body weight of female rats during the administration period (Recovery group)

Day of administration

Dose Gain
mg/kg/day 1 4 8 11 15 18 22 25 29 32 36 39 42 1-42

No. 5 5 5 5 5 5 5 5 5 5 5 5 5 5
0 Mean 234.8 241.8 249.2 252.6 259.0 263.0 271.0 275.2 279.6 286.4 289.2 284.6 290.6 55.8
S.D. 11.4 12.3 11.7 10.7 16.2 16.3 18.3 18.5 22.6 22.4 23.4 23.9 24.3 13.6

No. 5 5 5 5 5 5 5 5 5 5 S S 5 5
150 Mean 230.2 236.6 243.6 248.6 254.2 255.4 260.0 262.86 266.0 270.4 275.4 273.8 279.86 49.4
S.D. 6.6 12.8 11.1 11.8 12.4 12.5 12.6 17.1 15.2 14.9 13.1 15.2 16.7 16.3

Unit: g

No.: No. of animals
No significant difference between treated group and control group.



R-1030

Table 3-6 : A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Chloromethyl Methyl Ether

Body weight of male rats (Recovery period)}

Day of recovery

Dose Gain
mg/kg/day 1 4 8 11 14 1-14
No. 5 5 5 5 5 5
4] Mean 470.2 472.8 483.8 484.6 485.4 15.2
S.D. 23.2 25.3 23.3 23.8 25.3 4.0
No. 5 5 5 5 5 5
150 Mean 439.0« 448.6 467.0 469.4 474 .4 35.4%%
S.D. 17.0T 14.3 15.8 14.86 13.5 8.4T

Unit: g

No.: No. of animals

#: p<0.05; ##: p<0.01 (Significant difference from control group)
T: Student’'s t-test



R-1030

Table 3-7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Chloromethyl Methyl Ether

Body weight of female rats during the recovery period (Recovery group)

Day of recovery

Dose Gain
mg/kg/day 1 4 8 11 14 1-14

No. 5 5 5 5 5 5
0 Mean 289.0 293.2 296.8 295.2 298.0 9.0
S.D. 23.9 26.2 25.8 26.5 25.9 2.2

No. 5 5 5 5 5 5
150 Mean 279.2 282.8 287.2 287.8 298.0 18.8
S.D. 16.2 15.6 18.1 17.6 20.6 14.9

Unit: g

No.: No. of animals
No significant difference between treated group and controel group.



R-1030

Table 4-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Chloromethyl Methyl Ether
Food consumption of male rats (Administration period)
Day of administration
Dose
mg/kg/day 1 4 8 11 15 32 36 39 42
No. 12 12 12 12 12 12 12 12 12
0 Mean 24.7 22.6 23.7 21.7 22.8 21.8 22.7 21.8 24.0
S.D. 2.5 2.6 1.7 1.8 2.3 1.9 1.2 1.9 1.7
No. 12 12 12 12 12 12 12 12 12
15 Mean 24.8 23.7 23.5 21.5 23.3 22.4 22.8 21.3 23.3
S.D. 2.2 2.0 2.0 2.3 1.7 2.8 2.5 2.9 3.1
No. 12 12 12 12 12 12 12 12 12
50 Mean 23.1 23.0 22.9 20.8 22.8 22.3 22.3 21.3 21.9
S.D. 2.3 1.8 1.9 2.4 2.5 2.6 2.2 2.5 2.1
No. 12 12 12 12 12 12 12 12 12
150 Mean 24.1 21.8 22.2 18.7=» 19.8%» 18.8+ 20.3* 19.3# 19.0%«
S.D. 2.4 1.9 1.5 2.2D 2.2D 2.6D 2.7D 2.8D 2.7D
Unit: g/rat/day
No.: No. of animals

*: p<0.,05;

#»: p<0.01 (Significant difference from control group)
D: Dunnett's test



R-1030

Table 4-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Chloromethyl Methyl Ether

Focd consumption of female rats during the pre-mating period (Main group)

Day of administration

Dose

mg/kg/day 1 4 8 11 15

No. 12 12 12 12 12
0 Mean 16.1 16.2 18.2 16.7 16.8
S.D. 3.7 1.6 2.9 1.9 2.9

No. 12 12 12 12 12
15 Mean 15.8 17.7 18.1 16.8 18.1
S.D. 2.7 2.2 2.8 2.3 2.0

No. 12 12 12 12 12
50 Mean 17.3 16.1 17.2 16.1 17.8
S.D. 3.0 2.7 2.2 1.5 2.4

No. 12 12 12 12 12
150 Mean 16.8 15.8 16.4 15.0 14.6
S.D. 2.7 2.3 3.5 1.7 2.1

Unit: g/rat/day
No.: No. of animals
No significant difference in any treated groups from control group.



R-1030

Table 4-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Chloromethyl Methyl Ether
Food consumption of dams during the gestation period (Main group)
Administration
Dose
mg/kg/day 1 4 7 11 14 17 20a)
No. 12 12 12 12 12 12 12
0 Mean 17.1 18.9 19.4 20.8 20.2 23.9 18.1
S.D. 2.0 3.4 2.2 2.5 2.0 2.6 3.1
No. 11 11 11 11 11 11 11
15 Mean 18.3 20.1 21.1 23.0+# 22 .4+ 24.5 21.0
S.D. 2.7 1.9 2.1 2.3D 2.2D 2.5 2.6
No. 10 10 10 10 10 10 10
50 Mean 18.7 19.5 19.5 21.5 21.5 24.7 18.6
S.D. 2.1 2.4 1.8 1.9 2.0 3.2 2.3
No. 10 10 10 10 10 10 10
150 Mean 16.0 18.6 19.0 20.1 20.9 23.2 16.3
S.D. 2.5 1.8 1.9 1.0 1.5 3.0 3.5

Unit: g/rat/day

No.: No. of dams

a): Day of gestation

#*: p<0.05 (Significant difference from
D: Dunnett's test

control group)



R-1030

Table 4-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Chloromethyl Methyl Ether

Food consumption of dams during the lactation period (Main group)

Administration
Dose
mg/kg/day 2 4a)
No. 12 12
o} Mean 24.7 40.7
S.D. 5.1 6.7
No. 11 11
15 Mean 21.4 36.5
S.D. 5.0 5.1
No. 10 10
50 Mean 23.0 39.3
S.D. 8.1 8.8
No. 10 10
150 Mean 22.6 37.2
S.D. 5.4 4.9

Unit: g/rat/day

No.: No. of dams

a): Day of lactation

No significant difference in any treated groups from control group.



R~1030

Table 4-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Chloromethyl Methyl Ether

Food consumption of female rats during the administration period (Recovery group)

Day of administration

Dose

mg/kg/day 1 4 8 11 15 32 38 39 42

No. 5 5 5 5 5 5 5 5 5
0 Mean 17.0 16.8 18.6 15.0 16.6 17.0 16.4 12.2 17.0
S.D. 2.5 2.6 2.1 1.0 2.8 3.1 3.2 1.6 4.5

No. 5 5 5 5 5 5 S S 5
150 Mean 16.2 15.6 16.8 15.4 17.2 15.2 15.8 14.6+# 16.6
S.D. 3.1 2.3 1.5 2.3 1.8 1.5 2.5 1.1T 1.7

Unit: g/rat/day

No.: No. of animals

#: p<0.05 (Significant difference from control group)
T: Student's t-test



R-1030

Table 4-6 A combined repeated-dose/reproductive-~developmental toxicity study in rats treated orally
with Chloromethyl Methyl Ether

Food consumption of male rats (Recovery period)

Day of recovery

Dose

mg/kg/day 1 4 8 11 14

No. 5 5 5 5 5
] Mean 21.4 25.6 26.0 28.6 27.2
S.D. 1.7 2.9 1.9 1.9 2.7

No. 5 5 5 5 5
150 Mean 19.6 27.2 28.0 29.0 28.4
S.D. 1.7 1.6 2.7 1.6 0.5

Unit: g/rat/day
No.: No. of animals
No significant difference between treated group and control group.



Table 4-7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Chloromethyl Methyl Ether

Food consumption of female rats during the recovery period (Recovery group)

R-1030

Day of recovery

Dose
mg/kg/day 1 4 8 11 14
No. 5 5 5 5 5
0 Mean 14.8 21.6 18.2 17.2 20.6
S.D. 2.9 6.8 3.8 3.4 0.5
No. 5 5 5 5 5
150 Mean 17.0 20.2 20.8 22 .2+ 25.2+
S.D. 2.9 3.6 5.3 1.97T 3.6AT

Unit: g/rat/day

No.: No. of animals

%: p<0.05 (Significant difference from
T: Student’'s t-test

AT: Aspin-Welch t-test

control group)



R-1030

Table 5-1 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether
Urinalysis of male rats (Week 6 of administration)
1) 2) 3}
pH Protein Ketone body Glucose
Dose No.
mg/keg/day 5.0 5.5 6.0 6.5 7.0 7.5 8.0 8.5 9.0 - 4= 4+ e+ bt A+ — 4=+t e+ 4+t — = 4+ 4+ +++ 4
0 5 0 0 0 0 1 1 1 1 1 1 0 4 0 O 0 1 1 3 0 5 0 0O 0 ]
15 5 2 o0 o 0 o0 1 1 1 o 4 0 1 0 O o0 0 1 3 0 5 0 0 o 0
50 5 0 0 0 0 1 0 0 0 4 2 0 3 0 0 0 0 0 5 0 5 0 0 0 0
150 5 0 0 4 1 0 0 0 0 0 4 1 0 0 O 0 5 0 0 o] 5 0 0 0 0
1) - <10 mg/dL +- : 10 - 25 mg/dL + : 26 - 85 mg/dL ++ : 86 - 250 mg/dL + 251 - 600 mg/dL b >600 mg/dL
2) - <5 mg/dL +~ 1 5 ~ 7.5 mg/dL + : 7.6 - 30 mg/dL ++ : 31 - 70 mg/dL i+ 71 - 125 mg/dL e >125 mg/dL
3) - <30 mg/dL +- : 30 - 60 mg/dL + : 61 - 125 mg/dL ++ 1 126 - 250 mg/dL +4+4+ 251 - 750 mg/dL PP >750 mg/dL



R-1030

Table 5-2 A combined repeated-dose/reproductive-~developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether
Urinalysis of male rats (Week 6 of administration)
) 6) 7)
Occult blood Bilirubin Urobilinogen Color
Dose No.
mg/kg/day - = 4+ ++ +++ G += 4+ 4+ ++t 4 LY Y DY
0 5 5 0 0 O 5 0 0 0 0 3 2 0 O o 0 5 ¢
15 5 4 0 0 1 5 0 0 0 0 5 0 0 O 0 0 5 O
50 S 5 0 0 0 5 0 0 O 0 4 1 0 0O 0 0O 5 O
150 5 5 0 0 O 5 0 0 O 0 5 0 0 O 4] 0 5 0
4} <0.03 mg/dL - : 0.03 - 0.05 mg/dL + 0.06 - 0.15 mg/dL ++ 0.16 - 0.75 mg/dL +++ >0.75 mg/dL
S) <0.5 mg/dL + : 0.5 - 1.5 mg/dL ++ 1.6 - 5.0 mg/dL  +++ 5.1 - 10.0 mg/dL ++++ >10.0 mg/dL
6) +- : <2.0 mg/dL + 1 2.0 -~ 3.5 mg/dL ++ 3.6 - 7.0 mg/dL  +++ 7.1 - 12.0 mg/dL  +++4+ >12.0 mg/dL
7) LY : Light yellow Y : Yellow DY : Dark yellow



R-1030

Table 5-3 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether
Urinalysis of male rats {(Week 6 of administration)
URINE SEDIMENT
CRYSTALLIZATION
> RBC WBC SEC SREC Cast PS co
ose
mg/keg/day + - + 4 - - + 4+ ++4 - 4= + 44 e+t - +- + 4+ 4+ - 4+~ +- + ++ 44 + - 4+ 4+ 4
0 5 0 0 0 0 5 0 0 0 O 0O 5 0 0 O 5 0 0 0 0 5 O 1 0 0 O 0O 0 0 0
15 5 1 0 0 O 5 0 0 0 O 0O 5 0 0 O 5 0 0 0 O 5 0 3 0 0 O 0O 0 0 o
50 5 0 0 0 O 5 0 0 0 O 0O 5 0 0 O 5 0 0 0 O 5 0 2 0 0 O 0O 0 0 0
150 5 0O 0 0 0 5 0 0 0 O 0 5 0 0 0 5 0 0 0 0 5 0 3 0 0 0 o 0 0 O
SEC : Sguamous Epithelial Cell - : Negative
SREC : Small Round Epithelial Cell +- : Slight
PS : Phosphate Salts + : Mild
Cco : Calcium Oxalate ++ : Moderate

+++ 1 Severe



R-1030

Table 5-4 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether
Water intake and urinalysis (Week 6 of administration)
Male
Water Urine Osmolality
Dose No. intake volume
mg/kg/day mL/24h mL/24h mosm/kg
0 S Mean 33 11.7 1760
S.D. 5 3.9 187
15 S5 Mean 37 10.4 1944
S.D. [{] 1.7 428
50 5 Mean 33 8.8 2175
S.D. 4 2.4 380
150 5 Mean 55 31.5 1022»
S.D. 28 23.8 512D

s : p<0.05 (Significant difference from control group)
D : Dunnett's test



Table 5-5 A combined repeated-dose/reproductive-developmental toxicity study in rats

treated orally with Chloromethyl Methyl Ether

Urinalysis of male rats (Week 2 of recovery)

R-1030

1} 2) 3)
pH Protein Ketone body Glucose
Dose No.
mg/kg/day 5.0 5.5 6.0 6.5 7.0 7.5 8.0 8.5 9.0 R E T T T S A LT T S S . T o - k= 4t A A+
0 5 0 0 0 0 0 1 2 2 0 0 2 3 0 0 0 2 2 1 0 0 0 5 0 0 0 O 0
150 5 0 0 0 0 0 0 1 0 4 c 2 3 0 0 0 2 3 0 0 ¢ [4] 5 ¢ 0 0 0 0
1) - : <10 mg/dL +- : 10 - 25 mg/dL + 1 26 - 85 mg/dL ++ : 86 - 250 mg/dL o+ 251 - 600 mg/dL ++4++ : >600 mg/dL
2) ~ : <5 mg/dL +- 1 5 - 7.5 mg/dL + : 7.6 - 30 mg/dL ++ : 31 - 70 mg/dL ot 71 - 125 mg/dL +++4+ 1 >125 mg/dL

3) - : <30 mg/dL +~ : 30 - 60 mg/dL + 1 61 - 125 mg/dL ++ : 126 - 250 mg/dL +t+

251 - 750 mg/dL ++++ ¢ >750 mg/dL



R-1030

Table 5«6 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether
Urinalysis of male rats (Week 2 of recovery)
4) 5) 7)
Occult blood Bilirubin Urobilinogen Color
Dose No.
mg/kg/day - - + A At - + ke dhh ko - 4 bk kb b bt LY Y DY
0 5 5 0 0 0 O 5 0 0 0 0 3 2 0 0 0 5 0
150 5 4 1 0 0 0 5 0 0 0 0 5 0 0 0 0O 5 O
4) - <0.03 mg/dL +- : 0.03 - 0.05 mg/dL + : 0.06 - 0.15 mg/dL ++ .16 - 0.75 mg/dL +++ >0.75 mg/dL
5) - <0.5 mg/dL + : 0.5 - 1.5 mg/dL ++ 1.6 - 5.0 mg/dL +++ .1 - 10.0 mg/dL ++++ >10.0 mg/dL
6) +- : <2.0 mg/dL + 1 2.0 - 3.5 mg/dL ++ : 3.6 - 7.0 mg/dL +++ 1 -~ 12.0 mg/dL ++++ >12.0 mg/dL
7) LY : Light yellow Y : Yellow DY : Dark yellow



R-1030

Table 5-7 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether
Urinalysis of male rats (Week 2 of recovery)
URINE SEDIMENT
CRYSTALLIZATION
RBC WBC SEC SREC Cast PS co
Dose No.
mg/kg/day - - + 4+ +++ - 4+- + 4+ 4+ - - + o+t A+ I + 4+ 4+ - 4= + - +- + ++ 4+t + - + e 44
0 5 5 0 0 0 O 5 0 0 0 0 0 5 0 0 0 5 0 0 0 0 5 0 0 0 5 0 0 O 0 0 0 O
150 5 5 0 0 0 O 5 0 0 0 0 g 5 0 0 O S 0 0 0 O 5 0 O 2 3 0 0 0 0 0 0 ©
SEC Squamous Epithelial Cell - Negative
SREC Small Round Epithelial Cell +- Slight
PS Phosphate Salts + Mild
Co Calcium Oxalate ++ Moderate

+4+

Severe



R-1030

Table 5-8 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Water intake and urinalysis (Week 2 of recovery)

Male

Water Urine Osmolality

Dose No. intake volume
mg/kg/day ml./24h mL/24h mOsm/kg
0 5 Mean 33 13.4 2244
S.D. 7 3.7 379
150 5 Mean 39 17.3 1874
S.D. 7 3.4 312

No significant difference between treated group and control group.



R-1030

Table 6-1 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether
Hematology (Day 42 of administration)
Male
RBC Hb Ht MCV MCH MCHC Reticu- PT APTT FIB Plate- WBC
Dose No. locyte let
mg/kg/day X104/ 1L g/dL % fL g g/dL % s s mg/dL X104/p#L  X102/uL
0 5 Mean 884 15.8 45.3 51.2 17.9 34.9 2.1 11.9 19.5 258 112.9 94.1
S.D. 28 0.4 0.9 1.1 0.5 0.5 0.2 0.6 3.4 31 10.8 20.8
15 5 Mean 880 15.3 43.9 50.0 17.4 34.9 2.1 13.0 20.6 254 107.2 99.0
S.D. 50 0.3 1.2 2.2 0.9 0.5 0.5 1.6 2.5 36 4.3 18.0
50 5 Mean 901 15.7 45.4 50.4 17.4 34.5 1.9 13.5 21.8 264 101.2 100.6
S.D. 36 0.3 1.2 1.2 0.4 0.3 0.2 1.3 2.3 31 16.1 23.0
150 S Mean 873 15.7 45.6 52.2 18.0 34.5 2.8#% 11.6 20.8 291 127.1 155.3%w
S.D. 22 0.4 1.5 2.1 0.7 0.5 0.4D 0.5 2.8 36 20.1 22.2D
* 1 p<0.05 ; #« : p<0.01l (Significant difference from control group)

D : Dunnett’s test



R-1030

Table 6-2 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Hematology (Day 42 of administration)

Male
Differential leukocyte counts (%) Differential leukocyte counts (X102/4L)

Dose No.
mg/kg/day Lymph. Neut. Eosino. Baso. Mono. LUC Lymph. Neut. Eosino. Baso. Mono. LUC
0 51 Mean 74.4 20.7 1.0 0.4 2.1 1.4 70.6 18.1 0.9 0. 1.9 1.3
S.D. 8.3 7.4 0.2 0.1 0.9 0.6 19.7 6.0 0.2 0.1 0.5 0.6
15 5 Mean 73.3 22.1 1.1 0.3 2.1 1.1 72.4 22.0 1.1 0.3 2.1 1.0
S.D. 5.1 4.4 0.5 0.1 0.2 0.7 13.2 6.4 0.5 0.1 0.5 0.7
50 5 Mean 67.5 27.8 1.2 0.3 2.3 0.9 67.0 28.9 1.2 0.3 2.4 0.9
S.D. 12.3 12.0 0.4 0.1 0.8 C.4 17.2 16.8 0.4 0.2 1.1 0.3
150 5 Mean 56.5%» 38.Tw» 0.9 0.4 2.4 1.2 87.8 60.2%» 1.3 0.6+« 3.6+# 1.9
S.D. 3.4D 3.7D 0.4 0.1 0.7 0.5 14.1 10.7D 0.6 0.2D 1.0D 0.9

LUC : Large unstained cells
« : p<0.05 ; %+ : p<0.01 (Significant difference from control group)

D : Dunnett's test



R-1030

Table 6~3 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether
Hematology (Day 5 of lactation)
Female
RBC Hb Ht MCV MCH MCHC Reticu- PT APTT FIB Plate- WBC
Dose No. locyte let
mg/kg/day X10°/ 1L g/dL % fL pg g/dL % s s mg/dL X104/l X10%/uL
0 5 Mean 666 12.9 38.3 57.5 19.5 33.8 8.0 11.1 15.2 317 157.1 150.7
S.D. 28 0.4 1.2 4.0 1.2 0.2 2.6 0.4 1.9 53 30.0 36.1
15 5 Mean 700 13.4 39.2 56.1 19.2 34.2 7.0 11.1 14.6 286 142.8 128.5
S.D. 47 0.6 1.8 1.7 0.6 0.4 1.9 0.3 2.6 47 18.6 20.7
50 5 Mean 684 12.9 37.8 55.2 18.8 34.1 7.3 11.3 15.3 286 138.0 152.6
S.D. 37 0.5 1.2 1.7 0.5 0.5 1.6 0.3 2.1 67 18.7 32.1
150 5 Mean 715 13.6 40.4 56.6 19.0 33.6 7.9 12.0%s 19.9+ 284 147.3 165.2
S.D. 57 0.6 2.0 2.9 1.0 0.4 2.4 0.1D 2.8D 9 7.1 44 .4
# : p<0.05 ; ## : p<0.01 (Significant difference from control group)

D : Dunnett's test



R~-1030

Table 6-4 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Hematology {(Day 5 of lactation)

Female
Differential leukocyte counts (%) Differential leukocyte counts (X10%/uxL)

Dose No.
mg/kg/day Lymph. Neut. Eosino. Baso. Mono. LUC Lymph. Neut. Eosino. Baso. Mono. LUC
0 5 Mean 61.7 34.4 0.3 0.3 2.4 0.8 93.5 51.6 0.5 0.5 3.3 1.3
S.D. 8.9 8.7 0.1 0.1 1.4 0.2 27.8 18.1 0.0 0.2 1.2 0.5
15 5 Mean 57.7 38.1 0.5 0.3 2.7 0.7 74.2 48.9 0.7 0.4 3.5 0.8
S.D. 11.3 11.4 0.3 0.1 0.3 0.1 18.2 15.0 0.5 0.2 0.4 0.1
50 5 Mean 59.8 35.7 0.5 0.3 2.6 1.1 88.8 57.0 0.8 0.4 4.0 1.6
S.D. 13.7 13.8 0.2 0.1 0.7 0.4 16.8 25.6 0.3 0.1 1.4 0.6
150 5 Mean 55.9 39.4 0.4 0.3 3.1 0.9 89.9 67.6 0.6 0.5 5.1 1.5
S.D. 9.6 9.9 0.3 0.1 0.7 0.2 16.0 33.0 0.2 0.3 2.0 0.4

LUC : Large unstained cells
No significant difference in any treated groups from control group.



R-1030

Table 6-5 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Hematology (Day 14 of recovery)

Male

RBC Hb Ht MCV MCH MCHC Reticu- Plate- PT APTT FIB WBC

Dose No. locyte let
mg/kg/day X104/ 1L g/dL % fL Pg g/dL % X10%/ 1L s s mg/dL X102/ 1L
0 S Mean 899 15.9 44.9 49.9 17.6 35.3 1.6 110.0 13.7 22.1 256 109.8
S.D. 30 0.4 1.1 1.1 0.6 0.6 0.2 13.2 1.1 2.5 19 29.5
150 5 Mean 915 16.0 46.5 50.8 17.5 34 .4+ 1.9» 112.8 14.3 23.5 263 111.1
S.D. 9 0.4 1.5 2.1 0.6 0.3T 0.2T 17.7 1.8 5.1 12 17.8

« : p<0.05 (Significant difference from control group)
T : Student's t-test



R-1030

Table 6-6 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Hematology (Day 14 of recovery)

Male
Differential leukocyte counts (%) Differential leukocyte counts (X10?/xL)

Dose No.
mg/kg/day Lymph. Neut. Eosino. Baso. Mono. LUC Lymph. Neut. Eosino. Baso. Mono. LUC
0 5 Mean 82.5 13.7 1.1 0.4 1.7 0.6 90.3 15.4 1.1 0.5 1.9 0.7
S.D. 4.0 4.1 0.4 0.1 0.3 0.1 22.7 7.8 0.3 0.2 0.7 0.3
150 5 Mean 82.3 14.1 0.9 0.4 1.5 0.8 91.4 15.86 1.1 0.4 1.7 0.9
S.D. 1.3 1.4 0.2 0.1 0.4 0.2 15.0 2.1 0.4 0.2 0.6 0.4

LUC : Large unstained cells
No significant difference between treated group and control group.



R-1030

Table 6-7 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Hematology (Day 14 of recovery)

Female
RBC Hb Ht MCV MCH MCHC Reticu- Plate- PT APTT FIB WBC

Dose No. locyte let
mg/kg/day X10*/ 4L g/dL % fL pg g/dL % X104/ #L s s mg/dL  X10%/uxL
0 5 Mean 859 15.8 44 .5 51.8 18.4 35.5 1.9 125.5 11.6 17.8 177 48.2
S.D. 23 0.3 1.3 1.0 0.2 0.4 0.5 16.5 0.4 2.4 16 14.2
150 5 Mean 843 15.5 44,1 52.3 18.4 35.3 2.7 133.2 12.2 16.7 187 68.2+#

S.D. 36 0.6 1.7 1.7 0.5 0.4 1.8 23.3 0.4 1.7 18 5.6AT

* : p<0.05 (Significant difference from control group)
AT : Aspin-Welch t-test



Table 6-8 . A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Hematology (Day 14 of recovery)

R-1030

Female
Differential leukocyte counts (%) Differential leukocyte counts (X10%2/x4L)
Dose No.

mg/kg/day Lymph. Neut. Eosino. Baso. Mono. LUC Lymph. Neut. Eosino. Baso. Mono. LUC
0 5 Mean 72.4 22.4 2.4 0.2 2.0 0.6 34.8 10.8 1.2 0.1 1.0 0.3
S.D. 5.0 5.3 0.8 0.1 0.6 0.2 9.9 4.8 0.5 0.1 0.5 0.2

150 5 Mean 76.1 19.2 1.8 0.3 1.7 0.9 52. 0% 13.1 1.2 0.2+ 1.1 0.6»
S.D. 3.7 3.5 0.3 0.1 0.3 0.3 5.0T 2.6 0.2 0.0T 0.2 0.2T

LUC : Large unstained cells
* : p<0.05 ; #« : p<0.01 (Significant difference from control group}
T : Student's t-test



A combined repeated-dose/reproductive-developmental toxicity study in rats

R-1030

Table 7-1
treated orally with Chloromethyl Methyl Ether
Blood chemistry (Day 42 of administration)
Male
AST ALT LDH 7 —GTP AlP T.cho TG PL T.bili~ Glucose
Dose No. (GOT) (GPT) rubin
mg/kg/day 1U/L Iu/L IU/L IU/L 1U/L mg/dL mg/dL ng/dL mg/dL mg/dL
0 5 Mean 83 36 78 1 450 56 39 86 0.1 139
S.D. 63 25 70 0 80 15 9 14 0.0 11
15 5 Mean 59 31 58 1 431 53 41 86 0.1 142
S.D. 3 4 28 1 67 14 11 16 0.0 13
50 5 Mean 66 29 43 1 360 56 39 89 0.1 136
S.D. 14 3 5 0 64 15 21 20 0.0 9
150 5 Mean 61 33 52 1 316+ 54 28 83 0.1 129
S.D. 8 6 23 0 95D 3 7 4 0.1 5

# : p<0.05 (Significant

D : Dunnett's test

difference from control group)



R-1030

Table 7-2 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether
Blood chemistry (Day 42 of administration)
Male
BUN Crea- Na K Cl Ca P TP Albumin A/G
Dose No. tinine
mg/kg/day mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
0 S Mean 13 0.29 144 4.8 106 9.8 6.7 6.1 3.1 1.01
S.D. 2 0.02 1 0.2 1 0.3 0.3 0.2 0.1 0.11
15 5 Mean 12 0.26 144 4.8 105 3.8 7.0 6.1 3.1 1.00
S.D. 1 0.04 1 0.3 1 0.1 0.4 0.1 0.2 0.06
50 S5 Mean 13 0.27 143 4.8 106 9.7 6.6 6.2 3.1 0.98
S.D. 2 0.03 1 0.2 2 0.4 0.8 0.4 0.1 0.08
150 5 Mean 12 0.29 144 4.9 106 9.9 6.9 6.0 2.9+ 0.94
S.D. 1 0.02 1 0.3 1 0.2 0.3 0.3 0.1D 0.08

#+ : p<0.05 (Significant difference from control group)
D : Dunnett's test



R-1030

Table 7-3 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether
Blood chemistry (Day 5 of lactation)
Female
AST ALT LDH v —GTP AlP T.cho TG PL T.bili- Glucose
Dose No. (GOT) (GPT) rubin
mg/kg/day 1U/L 1u/L 1U/L 1U/L 1U/L mg/dL meg/dL mg/dL mg/dL mg/dL
0 5 Mean 82 49 38 1 252 56 43 101 0.1 123
S.D. 19 11 6 0 104 9 20 20 0.0 8
15 5 Mean 75 44 43 1 285 58 58 108 0.1 128
S.D. 12 8 11 0 20 6 26 12 0.0 6
50 5 Mean 94 45 51 1 256 60 49 110 0.1 129
S.D. 30 10 13 )] 69 15 20 25 0.0 13
150 S Mean 89 51 51 1 261 56 50 104 0.1 115
S.D. 28 5 3 0 107 11 27 11 0.0 14

No significant difference in any treated groups from control group.



R-1030

Table 7-4 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether
Blood chemistry (Day 5 of lactation)
Female
BUN Crea- Na K Cl Ca P TP Albumin A/G
Dose No. tinine
mg/kg/day mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
0 5 Mean 12 0.27 141 5.0 107 10.0 7.8 6.3 3.1 Q.99
S.D. 1 0.03 1 0.3 3 0.3 0.5 0.4 0.2 0.07
15 5 Mean 13 0.28 142 4.7 108 10.1 7.5 6.1 3.1 1.04
S.D. 2 0.04 1 0.2 2 0.2 1.2 0.3 0.2 0.09
50 5 Mean 14 0.31 141 4.7 106 10.0 7.9 6.1 3.1 1.05
S.D. 2 0.01 1 0.2 1 0.3 0.9 0.2 0.1 0.04
150 S Mean 14 0.30 141 5.0 108 10.0 7.0 6.2 2.9 0.91
S$.D. 2 0.03 1 0.2 2 0.3 0.5 0.3 0.1 0.04

No significant difference in any treated groups from control group.



R-1030

Table 7-5 A combined repeated-dose/reproductive~developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Blood chemistry (Day 14 of recovery)

Male

AST ALT LDH v —GTP AlP T.cho TG PL T.bili- Glucose

Dose No. {GOT) (GPT) rubin
mg/kg/day IU/L IU/L 1U/L IU/L IU/L mg/dL mg/dL mg/dL mg/dL mg/dL
0 5 Mean 60 26 44 1 329 55 47 86 0.1 153
S.D. 5 2 4 4] 33 9 15 8 0.0 10
150 S Mean 88 29 44 1 361 53 49 85 0.1 139
S.D. 36 3 6 1 86 9 23 15 0.0 16

No significant difference between treated group and control group.



R-1030

Tahle 7-6 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether
Blood chemistry (Day 14 of recovery)
Male
BUN Crea- Na K Cl Ca P TP Albumin A/G
Dose No. tinine
mg/kg/day mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
0 5 Mean 16 0.26 142 4.7 105 9.5 6.4 6.3 3.1 0.98
S.D. 1 0.04 2 0.2 2 0.2 0.2 0.4 0.1 0.11
150 5 Mean 17 0.27 144 4.7 105 9.6 6.4 6.5 3.2 0.94
S.D. 2 0.02 2 0.3 2 0.1 0.7 0.3 0.1 0.07

No significant difference between

treated group and control group.



R-1030

Table 7-7 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether
Blood chemistry (Day 14 of recovery)
Female
AST ALT LDH T —GTP AlP T.cho TG PL T.bili~ Glucose
Dose No. (GOT) (GPT) rubin
mg/kg/day Iu/L IU/L IU/L 1U/L Iu/L mg/dL mg/dL mg/dL mg/dL mg/dL
0 5 Mean 69 36 42 1 156 69 19 125 0.1 132
S.D. 12 11 11 0 17 5 5 4 0.0 8
150 5 Mean 70 30 44 1 203 57 16 107 0.1 123
S.D. 10 10 8 1 51 10 8 15 0.0 6

No significant difference between treated group and control group.



R-1030

Table 7-8 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether
Blood chemistry (Day 14 of recovery)
Female
BUN Crea~ Na K Cl Ca P TP Albumin A/G
Dose No. tinine
mg/kg/day mg/dL mg/dL mmol/L mmol/L  mmol/L mg/dL mg/dL g/dL g/dL
0 5 Mean 19 0.34 143 4.3 111 9.7 3.8 6.8 3.7 1.21
S.D. 2 0.02 1 0.3 1 0.2 0.5 0.1 0.1 0.07
150 5 Mean 18 0.30 143 4.3 109+ 9.8 4.8 6.6 3.4+ 1.10+
S.D. 3 0.04 1 0.3 iT 0.3 1.0 0.3 0.2T 0.06T

* : p<0.05 (Significant difference from control group)

T : Student’'s t-test



R-1030

Table 8~-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Chloromethyl Methyl Ether

Organ weight of male rats (Main group)

Body Brain Thyroid Thymus Heart Liver

Dose weight (R+L)
mg/kg/day g g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) g(g/100g BW) g(g/100g BW)
No. 5 5 5 5 5 5
0 Mean 476 2.05 22.7 320 1.34 12.66
S.D. 24 0.04 3.3 49 0.09 0.69
No. 5 53 5 5 5 5
Absolute 18 Mean 465 2.02 20.2 286 1.37 12.45
S.D. 16 0.06 3.4 70 0.08 1.03
No. 5 5 5 S5 5 5
50 Mean 432+% 2.06 22.4 248 1.26 11.79
S.D. 31D 0.06 4.5 47 0.12 2.36
No. 5 5 5 5 5 5
150 Mean 410#% 2.02 20.4 220 1.22 10.81
S.D. 23D 0.06 1.8 52D 0.11 1.37
No. 5 5 5 5 5}
0 Mean 0.43 4.8 68 0.28 2.66
S$.D. 0.02 0.6 12 0.01 ’ 0.07
No. 5 51 5 5 5
Relative 15 Mean 0.43 4.4 62 0.29 2.68
S.D. 0.02 0.9 15 0.02 0.23
No. 5 5 5 5 5
50 Mean 0.48#+# 5.2 57 0.29 2.71
S.D. 0.03D 1.4 9 0.01 0.38
No. 5 S S 5 5
150 Mean 0.49%+ 5.0 54 0.29 2.63
S.D. 0.02p 0.4 12 0.01 0.21

#: p<0.05; ##»: p<0.01 (Significant difference from control group)
D: Dunnett's test



R-1030

Table 8-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Chloromethyl Methyl Ether

Organ weight of male rats (Main group}

Spleen Kidney Adrenal
Dose (R+L) (R+L)
mg/kg/day g(g/100g BW) g(g/100g BW) mg(mg/100g BW)
No. 5 5 5
0 Mean 0.73 2.94 62
S.D. 0.08 0.25 7
No. 5 5 5
Absolute 15 Mean 0.78 2.94 57
S.D. 0.11 0.18 7
No. 5 5 5
50 Mean 0.73 2.90 62
S.D. 0.16 0.18 8
No. 5 5 5
150 Mean 0.66 2.71 g uw
S.D. 0.11 0.13 26D
No. 5 5 5
0 Mean 0.15 0.62 13
S.D. 0.02 0.05 2
No. 5 5 5
Relative 15 Mean 0.17 0.63 12
S.D. 0.03 0.05 2
No. 5 5 5
50 Mean 0.17 0.67 14
S.D. 0.03 0.05 2
No. 5 S 5
150 Mean 0.16 0.66 23% %
S.D. 0.02 0.03 6D

#%: p<0.01 (Significant difference from control group)
D: Dunnett's test



R-1030

Table 8-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Chloromethyl Methyl Ether

Organ weight of male rats (Main group)

Body Testis Epididymis

Dose weight (R+L) (R+L)
mg/kg/day g g(g/100g BW) mg(mg/100g BW)
No. 7 7 7

0 Mean 481 3.27 1276
S.D. 27 0.13 163

No. 12 12 12

Absolute 15 Mean 457 3.03 1180
S.D. 25 0.61 223

No. 12 12 12

50 Mean 447» 3.29 1232
S.D. 33D 0.17 81

No. 7 7 7

150 Mean 401%x 3.01 1148
S.D. 29D 0.34 79

No. 7 7

0 Mean 0.68 267
S.D. 0.06 47

No. 12 12

Relative 15 Mean 0.66 259
S.D. 0.14 51

No. 12 12

50 Mean 0.74 277
S.D. 0.06 28

No. 7 7

150 Mean 0.75 288
S.D. 0.11 35

#: p<0.05; #»: p<0.01 (Significant difference from control group)
D: Dunnett's test



Table 8-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Chloromethyl Methyl Ether
Organ weight of female rats (Main group)
Body Brain Thyroid Thymus Heart Liver
Dose weight (R+L)

mg/kg/day g g(g/100g BW) mg{(mg/100g BW) mg(mg/100g BW) g(g/100g BW) g{g/100g BW)
No. 5 5 5 5 5 5
0 Mean 295 1.89 15.5 186 0.95 9.86
S.D. 29 0.04 3.1 57 0.09 6.77
No. 5 5 5 S 5 5
Absolute 15 Mean 301 1.91 16.0 193 0.93 9.90
S.D. 9 0.09 4.1 32 0.05 0.93
No. 5 5 5 5 5 5
50 Mean 303 1.93 16.0 205 0.99 10.07
S.D. 18 0.05 2.9 60 0.05 0.40
No. 5 5 5 5 5 5
150 Mean 273 1.91 15.1 124 0.87 9.54
S.D. 16 0.08 2.1 32 0.06 0.84
No. 5 5 5 5 5
0 Mean 0.65 5.2 62 0.32 3.35
S.D. 0.07 0.6 16 0.02 0.16
No. 5 5 5 5 5
Relative 15 Mean 0.63 5.3 64 0.31 3.29
S.D. 0.04 1.5 i1 0.02 0.30
No. 5 5 5 5 5
50 Mean 0.64 5.3 67 0.32 3.33
S.D. 0.03 1.0 20 0.01 0.17
No. 5 5 5 5 5
150 Mean 0.70 5.5 46 0.32 3.49
S.D. 0.03 0.8 13 0.03 0.11

No significant difference in any treated groups from control group.



R-1030

Table 8-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Chloromethyl Methyl Ether
Organ weight of female rats (Main group)
Spleen Kidney Adrenal
Dose (R+L) (R+L)
mg/kg/day g{g/100g BW) g(g/100g BW) mg(mg/100g BW)
No. 5 5 5
0 Mean 0.68 1.94 85
S.D. 0.10 0.17 7
No. 5 5 5
Absolute 15 Mean 0.60 1.92 70
S.D. 0.09 0.13 14
No. 5 5 5
50 Mean 0.65 1.91 85
S.D. 0.04 0.186 15
No. 5 5 53
150 Mean 0.60 1.79 g0
S.D. 0.09 0.19 18
No. 5 5 5
0 Mean 0.23 0.66 29
S.D. 0.04 0.03 2
No. 5 5 5
Relative 15 Mean Q.20 0.64 23
S.D. 0.03 0.06 5
No. 5 5 S5
50 Mean 0.21 0.63 28
S.D. 0.02 0.03 4
No. 5 5 5
150 Mean 0.22 0.66 33
S.D. 0.03 0.04 6

No significant difference in any treated groups from control group.



R-1030

Table 8-6 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Chloromethyl Methyl Ether

Organ weight of male rats (Recovery group)

_ Body Brain Thyroid Thymus Heart Liver
Dose weight {R+L)
mg/kg/day € g(g/100g BW) mg{(mg/100g BW) mg(mg/100g BW) g(g/100g BW) g(g/100g BW)
No. 5 5 5 5 5 5
Absolute 0 Mean 454 2.02 23.0 263 1.28 12.25
S.D. 21 0.09 3.6 50 0.07 1.21
No. 5 5 5 5 S S
150 Mean 443 2.04 19.4 251 1.25 11.60
S.D. 16 0.14 3.0 28 0.12 0.69
No. 5 5 S S5 5
Relative 4] Mean 0.44 5.0 58 0.28 2.69
S.D. 0.03 0.6 9 0.03 0.17
No. 5 5 5 5 5
150 Mean 0.46 4.4 57 0.28 2.62
S.D. 0.02 0.7 7 0.02 0.17

No significant difference between treated group and control group.



R-1030

Table 8-7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Chloromethyl Methyl Ether

Organ weight of male rats (Recovery group)

Spleen Kidney Adrenal Testis Epididymis

Dose (R+L) (R+L) (R+L) (R+L)
mg/kg/day g(g/100g BW) g(g/100g B¥W) mg(mg/100g BW) g{g/100g BW) mg(mg/100g BW)

No. 5 5 5 5 S

Absolute 0 Mean 0.67 3.00 60 3.23 1342
S.D. 0.03 0.28 14 0.33 90

No. 5 5 S 5 5

150 Mean 0.74+ 2.85 63 3.32 1275

S.D. 0.05T 0.21 11 0.15 56

No. 5 5 5 5 5

Relative 0 Mean 0.15 0.66 13 0.71 296
S.D. 0.01 0.07 3 0.05 20

No. 5 5 5 5 5

150 Mean 0.17 0.64 14 0.75 288

S.D. 0.01 0.03 3 0.04 14

#«: p<0.05 (Significant difference from control group)
T: Student’'s t-test



Table 8-8 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Chloromethyl Methyl Ether

Organ weight of female rats (Recovery group)

R-1030

Body Brain Thyroid Thymus Heart Liver
Dose weight (R+L)
mg/kg/day g g{g/100g BW) mg(mg/100g BW) mg(mg/100g BW) g{g/100g BW) g(g/100g BW)
: No. 5 5 5 5 5 5
Absolute 0 Mean 277 1.91 14.4 249 0.89 6.53
S.D. 25 0.10 2.0 56 0.11 0.84
No. S 5 S 5 5 S5
150 Mean 275 1.87 15.4 266 0.86 6.61
S.D. 18 0.03 1.9 72 0.03 0.34
No. 5 5 5 5 5
Relative 0 Mean 0.69 5.2 89 0.32 2.36
S.D. 0.05 0.5 17 0.02 0.12
No. 5 5 5 5 5
150 Mean 0.68 5.6 96 0.32 2.41
S.D. 0.05 1.0 25 0.03 0.09

No significant difference between

treated group and control group.



R~1030

Table 8-9 A combined repeated-dose/reproductive~developmental toxicity study in rats treated orally
with Chloromethyl Methyl Ether
Organ weight of female rats (Recovery group)
Spleen Kidney Adrenal
Dose (R+L) {R+L)
mg/kg/day g(g/100g BW) g(g/100g BW) mg(mg/100g BW)
No. 5 5 5
Absolute 0 Mean 0.47 1.76 68
S.D. 0.08 0.20 12
No. 5 5 5
150 Mean 0.59+ 1.87 74
S.D. 0.03T 0.09 9
No. 5 5 5
Relative ] Mean 0.17 0.63 24
S.D. 0.02 0.04 3
No. 5 5 5
150 Mean 0.21+% 0.68+ 27
S.D. 0.02T 0.02T 4

#: p<0.05; #»: p<0.01 (Significant difference from control group)

T: Student's t-test



R-1030

Table 9-1 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Gross pathological findings (End of administration period)

Organs Sex: M M M F F F
Dose(mg/kg/day): 0 15 50 150 0 15 50 150

Findings Number: 7 12 12 12 12 12 12
Epididymis

Nodule 1 1 0 0 - - - -

Focus,white 0 0 0 1 - - - -
Kidney

Cyst 0 0 0 0 0 0 1 0

Dilatation,pelvic 1 0 4] 0 0 0 0 0
Lung(bronchus)

Focus,dark red 0 0 1 2 4} 0 1 1

Focus,white 1 0 0 (o] 0 0 0 0
Stomach

Thickening,wall,forestomach ] 0 0 Q 0 0 0 1

Focus,raised, forestomach 0 1 12 7 0 2 12 11

Adhesion, forestomach 0 8} 0 3 0 0 0 7

Nodule, forestomach 0 0 0 4 0 0 0 11

Focus,dark red,glandular stomach 0 0 0 4] ] 1 [¢] 0

Thickening,limiting ridge 0 0 7 [ 0 0 1 1
Thyroid

Small 0 0 [} 0 0 o] 0 1

M : Male, F : Female
- : Not applicable



R~1030

Table 9-2 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Gross pathological findings (End of recovery period)

Organs Sex: M M F
Dose(mg/kg/day): 0 150 ] 150
Findings Number: 5 5 5
Lung{bronchus)
Focus,dark red 0 1 0 1
Stomach
Focus,raised, forestomach 0 4 0 5
Adhesion, forestomach [¢] 2 o] 1

M : Male, F : Female



R~-1030

Table 10-1 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Histopathological findings (End of administration period)

Organs Sex: M M M F F F F
Dose(mg/kg/day): 0 15 50 150 0 15 50 150
Findings Number: T 12 12 7 12 12 12 12
Adrenal
Number examined 12 5 0 0 5
Not remarkable 12 5 0 0 5
Hypertrophy,cortical cell 0 0 0 Q
minimal 0 (4} 0 0
Hypertrophy,zona glomerulosa,focal 0 0 0 0
minimal 0 0 0 0
Bone+Bone marrow, femoral
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Bone+Bone marrow,sternal
Number examined 5 0 1] 5
Not remarkable 5 0 [4] 5
Cerebellum
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Cerebrum
Number examined 5 V] 0 5
Not remarkable 5 0 0 5

Epididymis
Number examined
Not remarkable
Granuloma, spermatic
mild
Heart
Number examined
Not remarkable
Cell infiltration,lymphocytic
minimal
Intestine,duodenum
Number examined
Not remarkable
Intestine, jejunum
Number examined
Not remarkable
Intestine, ileum
Number examined
Not remarkable
Intestine,cecum
Number examined
Not remarkable
Intestine,colon
Number examined
Not remarkable
Intestine,rectum
Number examined
Not remarkable
Kidney
Number examined
Not remarkable
Cyst
minimal
Dilatation,pelvic
mild
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M : Male, F : Female
- : Not applicable



R-1030

Table 10-2 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Histopathological findings (End of administration period)

Organs Sex: M M M M F F F F
Dose(mg/kg/day) : 0 15 50 150 Q 15 50 150
Findings Number: 7 12 12 7 12 12 12 12

Kidney (continued)
Regeneration, tubular
minimal
Mineralization,tubular cell
minimal
Cell infiltration,interstitial
minimal
Liver
Number examined
Not remarkable
Hematopoiesis,extramedullary
minimal
Mineralization,capsule,focal
minimal
Lung(bronchus)
Number examined
Not remarkable
Hemorrhage, focal
minimal
Cell infiltration,inflammatory
mild
Appearance,alveclar macrophage
minimal
Lymph node,mesenteric
Number examined
Not remarkable
Lymph node,submandibular
Number examined
Not remarkable
Parathyroid
Number examined
Not remarkable
Pituitary
Number examined
Not remarkable
Aberrant craniopharyngeal tissue
minimal

Sciatic nerve
Number examined
Not remarkable

Seminal vesicle
Number examined
Not remarkable

Spinal cord,thoracic
Number examined
Not remarkable
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M . Male, F : Female
- : Not applicable
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Table 10-3 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Histopathological findings (End of administration period)

Organs Sex: M M M M F F F F
Dose(mg/kg/day) : [¢] 15 50 150 0 15 50 150
Findings Number: 7 12 12 7 12 12 12 12
Spleen
Number examined 5 0 0 5 5 0 0 5
Not remarkable 5 0 0 5 0 0 Q 0
Hematopoiesis,extramedullary 0 0 0 0 5 0 4] 5
minimal 0 0 0 0 2 0 0 1
mild 0 0 0 0 2 0 0 3
moderate 0 0 0 0 1 [¢] 0 1
Stomach
Number examined 7 12 12 7 12 12 12 12
Not remarkable 7 8 0 Q 11 5 0 4}
Regeneration,mucosal 0 0 3 6 0 0 0 9
minimal 0 0 2 3 0 0 0 9
mild 0 0 1 3 0 0 0 [¢]
Erosion, glandular stomach 0 0 0 3 1 1 0 1
minimal 0 0 0 2 1 1 0 1
mild 0 0 0 1 0 (] 0 0
Erosion/ulcer, forestomach 0 0 12 T 0 1 12 12
mild 0 0 1 0 0 1 0 0
moderate 0 0 11 3 0 0 12 4
severe 0 0 0 4 0 Q (¢} 8
Increased,mucous neck cell 0 0 0 0 0 5 4 10
minimal 0 0 0 0 0 5 4 4
mild 0 0 0 0 0 0 0 6
Elongate,proliferative zone 0 3 12 7 4] 1 1 10
minimal 0 3 7 3 0 1 1 5
mild 0 0 5 4 0 0 0 5
Hyperplasia,squamous,reactive 0 1 12 7 0 2 12 12
minimal 0 0 0 0 0 0 1 0
mild 0 1 12 T 4] 2 11 12
Hyperplasia, squamous,diffuse 0 0 5 T ] 0 0 11
minimal 0 0 5 1 0 0 0 5
mild 0 0 0 5 0 0 0 6
moderate 0 0 0 1 0 0 0 0
Thickening,limiting ridge 0 0 12 7 0 0 6 12
minimal 0 0 0 1 0 Q 4 4
mild 0 0 12 6 0 [4] 2 8
Testis
Number examined 5 0 0 5 - -
Not remarkable 5 0 0 5 - - - -
Thymus
Number examined 5 0 0 S 12 12 12 12
Not remarkable 5 0 0 5 7 8 8 3
Atrophy 0 0 0 0 5 4 4 9
minimal 0 0 0 0 3 3 3 6
mild 0 0 0 0 0 1 1 2
moderate 0 0 0 0 2 0 0 1
Thyroid
Number examined 5 0 0 5 5 0 0 5
Not remarkable 5 0 0 5 5 0 o] 5
Urinary bladder
Number examined 5 0 0 5 5 0 0 5
Not remarkable 5 0 0 5 5 Q 0 5

M : Male, F : Female
- : Not applicable
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Table 10-4 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Histopathological findings (End of administration pericd)

Organs Sex: M M M F F F F

Dose(mg/kg/day): 0 15 50 150 0 15 50 150

Findings Number: 7 12 12 7 12 12 12 12
Uterus

Number examined - - - - 5 4] 0 5

- 5 4] 0 5

Not remarkable -

M : Male, F : Female
- : Not applicable



Table 10-5 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Chloromethyl Methyl Ether

Histopathological findings (End of recovery period)

R-1030

Organs Sex: F
Dose(mg/kg/day) : 0 150 0 150
Findings Number : 5
Adrenal
Number examined 5 5 0 0
Not remarkable 5 5 0 Q
Lung{bronchus)
Number examined 0 1 0 1
Not remarkable 0 0 0 1
Hemorrhage, focal 0 1 0 0
minimal 0 1 0 0
Cell infiltration,inflammatory 0 1 0 0
minimal 0 1 0 0
Stomach
Number examined 5 5 5 5
Not remarkable 5 0 5 0
Fibrosis, focal, forestomach 0 5 0 5
minimal ¢ 2 4] 1
mild Q 3 [0} 4
Hyperplasia.squamous,reactive (4] 5 0 5
minimal 0 2 0 1
mild [¢] 3 0 4
Thickening,limiting ridge [} 0 0 1
minimal 0 0 0 1
Thymus
Number examined 0 0 5 5
Not remarkable 0 o] 5 4
Atrophy 0 0 0 1
minimal 0 0 0 1

M : Male, F : Female
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Table 11 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Chloromethyl Methyl Ether
Estrous cycle in female rats during the pre-mating period (Main group)
Count of estrus Mean duration
Dose No. of of cycles
mg/kg/day animals 0 1 2 3 4 Mean+S.D. Mean+S.D.
0 12 0 0 0 10 2 3.240.4 4.2+0.4
15 12 0 0 0 10 2 3.240.4 4.340.5
50 12 0 0 0 8 4 3.3+0.5 4.2+0.4
150 12 0 0 1 6 5 3.3+0.7 4.4+0.5

No significant difference in any treated groups from control group.



Table 12 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Chloromethyl Methyl Ether
Mating and fertility of animals
Male Female
Days until Copulation Insemination Days until Copulation Fertility
Dose No. of copulation index index No. of copulation index index
mg/kg/day males Mean+S.D. (%) a) (%) b) females Mean+S.D. (%) a) (%) ¢)
0 12 4.2+4.7 12/12(100.0) 12/12(100.0) 12 4.2+4.7 12/12(100.0) 12/12(100.0)
15 12 2.8+1.4 12/12(100.0) 11/12( 91.7) 12 2.8+1.4 12/12(100.0) 11/12( 81.7)
50 12 2.1+1.0 11/12( 91.7) 10/11( 90.9) 12 2.1+1.0 11/12( 91.7) 10/11( 96.9)
150 12 2.7+1.4 12/12(100.0) 10/12( 83.3) 12 2.7+1.4 12/12(100.0) 10/12( 83.3)

a): (No. of copulated animals / No.

b): (No. of pregnant females / No.
c): (No. of pregnant females / No.

No significant difference in any treated groups from control group.

of mated animals) X 100

of copulated males) X 100
of copulated females) X 100
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Table 13 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Chloromethyl Methyl Ether

Delivery data on dams

No. of No. of
No. of females Delivery Gestation No. of implan- Implan- No. of No. of Live birth
Dose pregnant with live index corpora tation tation stillborn liveborn
mg/kg/day females pups % a) period lutea sites index % b) pups (%)c) pups index % d)
Total 12 12 100.0 196 182 1 173
0 Mean 21.9 16.3 15.2 93.3 ( 0.5) 14.4 99.5
S.D. 0.3 2.0 1.7 8.3 ( 1.8) 2.1 1.8
Total 11 11 100.¢ 176 167 3 158
15 Mean 22.2 16.0 15.2 95.1 ( 1.7 14.4 98.3
S.D. 0.4 1.9 1.9 6.3 ( 2.8) 1.9 2.8
Total 10 10 100.0 158 150 4 141
50 Mean 22.0 15.8 15.0 95.3 ( 3.2) 14.1 96.8
S.D. ¢.0 1.9 1.5 6.1 ( 6.0) 2.2 6.0
Total 10 10 100.0 158 153 1 144
150 Mean 22.1 15.8 15.3 97.1 ( 0.86) 14.4 99.4
S.D. 0.3 1.7 1.3 4.2 ( 1.9) 1.7 1.9

a): (No. of females which delivered live pups / No. of pregnant females) X 100
b): (No. of implantation sites / No. of corpora lutea}) X 100

c): (No. of stillborn pups / No. of stillborn and liveborn pups) X 100

d): (No. of liveborn pups / No. of stillborn and liveborn pups) X 100

No significant difference in any treated groups from control group.
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Table 14 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Chloromethyl Methyl Ether

External examination of liveborn pups

No. of No. of a) Body weight(g) External b)
Dose No. of Sex ratio abnor-
mg/kg/day dams males females Male Female malities(%)c)
Total 91 82 0.53 0
4] 12 Mean 7.6 6.8 6.4 6.0 { 0.0)
S.D. 2.5 1.9 0.4 0.3 ( 0.0}
Total 74 84 0.47 0
15 11 Mean 6.7 7.6 8.6 8.2 ( 0.0}
S.D. 2.8 2.0 0.6 0.4 ( 0.0)
Total 67 74 0.48 0
50 10 Mean 6.7 7.4 6.5 6.0 ( 0.0)
S.D. 1.5 1 0.4 0.5 ( 0.0)
Total 77 67 0.53 0
150 10 Mean T.7 6.7 6.3 6.0 ( 0.0)
S.D. 2.1 2.9 0.4 0.2 ( 0.0)

a): No. of males / (No. of males + No. of females)

b): No. of liveborn pups with external abnormalities

c): (No. of liveborn pups with external abnormalities / No. of liveborn pups) X 100
No significant difference in any treated groups from control group.



Table 15 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Chloromethyl Methyl Ether

Viability index of pups

R-1030

Viability
No. No. of live pups index on
Dose of day 4 after
mg/kg/day dams Day 0O Day 4 birth % a)
Total 12 173 173
0 Mean 14.4 14.4 100.0
S.D. 2.1 2.1 0.0
Total 11 158 152
15 Mean 14.4 13.8 96.7
S.D. 1.9 1.8 8.9
Total 10 141 134
50 Mean 14.1 13.4 94 .0%=
S.D. 2.2 2.9 10.2DT
Total 10 144 144
150 Mean 14.4 14.4 100.0
S.D. 1.7 1.7 0.0

a): (No. of live pups on day 4 / No. of liveborn pups on day 0) X 100
##: P<0.01 (Significant difference from control group)
DT: Dunnett-type rank test
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Table 16 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Chloromethyl Methyl Ether

Body weight of pups

Male Female
Dose
mg/kg/day 0 4a) Gain 0 4a) Gain
No. 12 12 12 12 12 12
0 Mean 6.4 9.9 3.5 6.0 9.5 3.5
S.D. 0.4 1.3 1.0 0.3 1.2 1.0
No. 11 11 11 11 11 11
15 Mean 6.6 9.9 3.3 6.2 9.4 3.2
S5.D. 0.6 1.1 0.7 0.4 0.9 0.6
No. 10 10 10 10 10 10
50 Mean 6.5 10.3 3.7 6.0 9.6 3.6
S.D. 0.4 0.7 0.7 0.5 .7 0.5
No. 10 10 10 9 9 9
150 Mean 6.3 9.4 3.1 6.0 9.0 3.0
S.D. 0.4 0.9 0.8 0.2 0.8 0.7
Unit: g

No.: No. of dams
a): Day after birth
No significant difference in any treated groups from control group.
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Table 17 A combined repeated-dose/reproductive~developmental toxicity study in rats treated orally
with Chloromethyl Methyl Ether

Gross pathological findings in pups ¢on day 4 after birth

Dose (mg/kg/day) 0 15 50 150
Male
No. of pups examined 91 69 64 77
No. of pups with abnormal findings 0 0 0 0
Female
No. of pups examined 82 83 70 67

No. of pups with abnormal findings 0 0 0 0
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