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4. EH

6H-TX v Ve el[12]1AF Y AHRAKRY L-6-FF% KD 0 GFBEE : =— i) | 100,
300 % T 1000 mg/kg % . Sprague-Dawley 5% SPF 7 v @, HEIZIIZELRT 14 BRI
AREEHRZE L CHRETE T (42 HRE) . MEICIIASESAT 14 B IS 2 2SEC HA R
EOYHEHEZ2@8 LTI 4 HET (41~46 BIE) #HHEREOFRE L. RERSEESHER
OAEFARABEEZRET L, BIZ.0 LT 1000 mg/kg & 580 —EOEMIZ DUV T,
MEREL BT 42 BE®RE L% 14 BROKRELRBZR T, SHELLoTHELRKREL
77

41 REHRESN

—RRRRE, MR —RREBOSBE, BERE., BORE. BREHEOAIE, EEH
2, RRE, MERFERE. LREERERCOFRAVEY (TSH, T3 RO T4) #IE
TiX, ERYEREOFEBIRDONEMhoT,

{RETIL, HED 1000 mg/kg & 5-3f T 5 2 BURIZAEEMMH IR b, E
FEHED 1000 mg/kg & 52 CHESREAR IR E 2 REEMMSI AR O b,

HEEE T REGER TRRE CHRREHEM D 1000 mg/kg B 5-# CHRERIC
BE DD b,

REARE TIX. RIREICATE OBEEE R ORFRARED 300 mgkg L EOREHD
HEL 100 mg/kg L EDBEEHOMETAHA LI, & LICHETITEREOEED 1000 mg/kg
WEBHTH LN, HEEIT. BTE IRV TUD A/MEE R UK /35 T o
AKBED 100 mg/kg B EREDMER 0300 mg/kg A LORESBOMREC, BB DRFELK
WAL A 100 mg/kg A E DB EFE DM, TE OR ¥ LR OEM/AEFEA 100 mg/kg
B EREOBER 300 mg/kg LA EOBHERFOMERICA DN, BEOKE RO BEMHE
B OOE A OFIEBEF R 300 mg/kg LLEOREFHOMBECHA LN, BRY
BEEOERROEIY, FEREBED 1000 mgkg REHOMIZE VT LA LRI,

BEEERVFREZERE CTAONLEIE. WTFRHARRIZXL VIEED B WVITER
LizZ &b, TEEOELEEX DR,

42 HSRERESH

HEAH., REXTIKELLARK, RER, BEERUZRIRCIERDEREOE
BRI ONehotz, BiZ, HER, TREM. Bk, FHREK, BHKR=E, XE
RE, HERHROHARIERDERSOEEIRD T, BULYM b OEE R
RRIZHLEFIRDONRIP- T,

HARTIER, HEROARBE, HERRUAR 4 HOMBEAEI OV, £%
4 HEFERUOIHRTRIZERDERSICLIHDBBEIRD bz h ok,

CIHHDORENS, ARREFGETIZEBWT, AERMEOMEESMICBITARER
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ERZEIIHTIEREERNEFSHEITOTR MRS LT 100 mg/kg KRG, MHES

Bl REMICBITAEEBAEBHIINTIEFEERVESEHERIWTHAL 1000
mg/kg HJ: & #ﬂ”ﬁf‘ IJTCO
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5 #
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EEFBHEEERLREEETHRLEDELZEMNREOZITLY, 6H-OR Y
[c.e][12]FF Y HRAFY -6-AFT FOT v PEAVWEROBREICLARERES
- ARBREBEESRREERELZOT, TOREEHRET 5,
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6. HBRMHRUAEEL
6.1 WERMERUERHE
6.1.1 BEYE

6H-I 2 Y [e,el[1,214 % F R A& Y -6-F % ¥ Fid, BT
DERE EHIZEA LR, F/2, RBREHBINIHFRARINARS MLOBRIEIZ L D Hit
PHBINTVS RBRES : A-2257, BEERD

Z2E %)
RFRALTR
e

CAS &=
ERATEHEES
s IR

HF
HTE
BRI H B ik
BIKA
VAR

MEE (PRFETE)
ENET

¥

AFE

RIETIE

RIFSET

B EOER

6H-D Ve, el[1,2]3 F H AR Y vab-F s b
6H-Dibenz[c,e][1,2]oxaphosphorin-6-oxide

9,10-k Fr9-FFYV-10-FRA 77 7=} L v
10-FF% T F

35948-25-5

5-3777

el
0]

C1,HyO,P
216.17
BafsatEn®
222°C
B8 M)-b, 2¥)-w, Juekvs, DMF., ¥ 4%y, w7’
ER BN AV =
B 5 K, ~HY

99.4%

N

117.9°C

1500 g (500 g;34)

e ISR (GREFR & L CHRBEN GFRE : 1~10°C,
EHE : 3~6°C) IZBRF L)

HERGM AT EBRDERTEROE 2 FIEK 4 iR
EEBOBMRE 72TV, v R 7| RERS, RE
FREOBUZRERZEAL, BEEOBEME,
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By HFDgiE, £, ESZERSEY, 530 ET 5D,

TEHE BEHMRKR TRBIZRRESHER Y Vb —F v ¥ —HE
BRRTICB VT, BRERDE ORMER AT K
NERER LR, EREBINCER LR A~Y
M EIZIERBETH D ZERICEE T 2o, (B

| & 2) .

BROLE : WRYME 5 g 2REFRE L UTHBEMERTOEEHE
FHRBIEFELEZ, BURRBREUOOMKTROREIX
TARTEERILS LT,

6.1.2 L 37

2y : a—

REH : YR ZE T ¥t

vy hNEE : CDE2386

REFHE : =R

PRIFEET : HEIEHT AT 2 TS0 4 AR E AR E

B, HEIZOWTiR, RRRIZEY - CER LI ERIFTBREREEN) F—
gV RUOEE - H—HRR RBRES 1 A-2257) KBWT, a—rlfTcokBRnyg
DREMICBEBEENBON TR Z &b, a—rBERIRLE,

6.2 REBORBEVRESE
6.2.1 *FREE R 5 R DERER

HREANY B ORBRME LRV Z I ANICHRBERERE LT, REEOHEELE
BHT AT, B LI TNV ZRERB LB LHEL, RECERT S THRIEL
RIRICIRAF L7,

6.2.2 BERBEOANRUREF
BEZLCVEROEBRME > ERICER L, LB2AVWTERDEL+5ICE
FeLlot, Hhehe Mz, BRDEZHEEIIBBI T, ARMKEARV) VHF
— BT L L bic, WHRULELZ D BOBEATHER, ZORLARALY L7 —
Kz, BILEFEZ AR DY UV EF—INZTRERBICIART v 7L, FIEDRER
B L, ARMEERTESZ—ELTITY., AR LE-EREIIERT T XA
WTHBT (WBEN, FAME : 1~10°C, EHHE : 5~10°C) IZHRF L. BEHEORER
NEEHEERTHRECER Lz, BN Y RICER I R— A —F VR E S
THEHWQS LT,

6.2.3 FERRDOREE
AYEBRWE D 1.00 e 8 200 mg/mL FRBK (FE: =—2 M) X, BBV I AMITA

17
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NWEFT (GTBRERN. FAE : 1~10°C) T 8 B, OREFET U BHRETHB 2
EPBRKXESHR SV —F B F—TCHERINTWS (RBEE . A2257, RFEH
3) .

6.2.4 BERBRDRE - Y—1E5ER

Ho®RS 1RLEE 6 HD 2E, #H5ICHAVAZBEOHERKIZOWT, BEILMHE
BT 2RSSR Y Vb —F v o & —HBRGHIEFRT CRERERICLIVBERY
B—MEREEB L, TORKE, FRERCBTAZRREIIANT2HBROEOEE
1% 102.0~105.7%, FEMREL 0.2~24%TH Y, WTFNLHBEAN (BE . RFER
XA EE ; 100.0£10.0%, H—ME : CV10.0%ELA) Thotz (BRAEE 4. 5) o &
HriE OS2 LIS~ T,

[HIE X SHZEWE]
wBRmEn— %%F@%Ekbfﬁ%bto
L2y i : 6H- Ve e][1,2]AF YR AKRY 6-4F T K
oy NEE : HF2MD
RTFHIE : B, MBS (IR & L THRIBEN BFAE : 1~10°C,
EHME : 2~8°C) IZHRTF)
RIFGET e BB R TER M E RTFER VECETIE Y E F
FHET
[RE]
REA itk A—F—
&= (99.5) (LLF. =&/ —LEHE) HESR MrMETERASH
o1— E{ER FoYemisE TEBEASH
[ FAB%E8]
1) HESEEES
Hia4 R ORI RA—F—
HEEo X ER U-3200 RS B S BERT
2) Xf
AR UER Ae=TJp—
S EME TR AE240 Mettler-Toledo AG
3) ZFofiozs
B4 R ORIR A—H—
Vmhr—H T460 Elma Hans Schmidbauer GmbH & Co KG
CITRF T AR —F— MGM-66 SEHBEBRESH

R%a2—VWMEETY /) —NIEROFAR]
22— MO 1l mLZ2ERL, =& —VIZTLESOmL & Lz, BB, a—r@mi

18
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BRLRDPO T OBERLE T o7, ABRRITARFERE L,

[EHERR R OB ERR O]

EEHED 00100g 2FEL, =¥ /—AEMATE2E 10mL & UCEEFIEL A
BFFAR U7z (FARMREE : .00 mg/mL) , 728, EEDEREE Loz dBEk
WMBEEZER L CHRMEIEE, JOEEREO 1oL ZERICERL, 2—2 O 1 mL
ERMUE%, =% ) —AEMZTEES0mL & L CEERKE ARAR L (R
B 0 20.0 ug/mL) , B, I—VHEBEB LD OBEFROE S ER L TR

fRXET,

[AIE ERIRE O TR

BFRERR < T XF v 7 R =T —CHHELRPE L, n=1 TERICERL, UT
DRIZHE > THEERRB L ARFEE L, B, AERBNBH L2070,
ERTHANCBERAELER L CHEBIE I RARR) . 2, 2 RFREICH

WMLlea—MEERT 57 DICBERLAEYER LT,

1 R&R 2IER
BlE B ] e 1 REFRK =—rH e 5
(mL) (mL) (L) (mL) (mL)
20 1 20 1 1 50 1000
60 0.5 30 1 1 50 3000
200 0.5 100 1 1 50 10000
B =y ) —
[ e BE BRI B S 48]
AEKE 289 nm
xtEREE 2% —VUHERRE ) —VIER
I : lem AGoEIL
PufE BIEERANC, IABEALROY I icstBEE %
AR, YoELER L,
BIENE
HIENEFF FIEEI$K HENE
1 3 BHREE 27 ABAMHR)
2 3 E¥RE (FER)
3 1 REEHZFE (20 mg/mL- £fB)
4 1 HEEHFE (20 mg/mL-F1/8)
5 1 AIEERFE (20 mg/mL-T/E)
6 1 HEENFE (60 mg/mL- E/&)
7 1 BEEZRRE (60 mg/mL-PE)
8 1 AEENFE (60 mg/mL-T/E)
9 1 HIEEREFE (200 mg/mL- EJ8)
10 1 HEERFE (200 mg/mL-H/8)
11 1 BIEERRE (200 mg/mL-TFE)

19
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[T AT LA

HIEBRIERF I EER IR % 3 ENELHE L. 6H-T v VY c,e][1,2]4 X R AFR Y /-6-
XY FORNKEOERMELZHER Lz, HERBIIRAEOMMNIELRERZE (RSD) A
5%LLFE LT, £ORHR, WREOHIMEEREIX 13% U T THY ., HEERELH
TR ThoT2Z e n, RAEDZYUMENFER SN,

[BIEREF 6H-P RV Y c,el[1,2]AF P HRARY -6-FF ¥ FEEDOEL)
EHERIEZ 3 EEIE LT 6H-UR2 Y c,e][1,2]1F F R AR Y v-6-FF 3 RO
EOFHE (Qs) R, WICHEIEZRRFEE | BHAIE LT 6H-UX Y ce][l,2]
XY HRRAKY -6-FF FOBKE (Qt) ZRdiz, UTORICK Y BIERRF D
6H-D R [e,e][1,2] 3 F T HRAKRY -6-F %L FBELZRD, FHEREOE, #,
TROAEREOFEHERVEERELRH Lz, 72, TOXHERVEEREZEL
AWTERREIZRT HEE (%) ROEERE (%) 2EHLE,

BIERB T 6H-IR2 [ el[1L.2]A XV F AR Y »-6-FF Y FIRE (mg/mL) = A AxFx L

Qs 1000
Qt D FIRERRE O 6H-U RV Ve, el[1,2]A FH R AR Y v-6-FF S FORNKE
Qs CBEEIR O 6H-U RV Ve, e][1,2]AF Y R AR U v-6-2 % ¥ ROFEW LA
A EWRETO 6H-O_2 Ve e][1L,2]1F T R AR Y 64X FIEE (pg/mL)

F T FIRE

6.3 HERIVERVURFKORIRER

BUHRRIETA FIA VIV T omEZAVERRPLEL S TWDH I &b
7y beBBR L, $72, ZORBRMHERASNAERZHD T v MNI—REERR, 4%
FHAEBERBRICES AVbiv, 220, FORENLSHLNATEDY, EREMIPEE
THDHZ LPLBIR LT,

6.4 EREIMD

Sprague-Dawley & SPF 7 v b (Crl:CD(SD), BAF ¥ —/L R « Y N—&KAXt, E
KEFAFTE L F—) OREQ LRV 3L ZhFh § HEBTAFEY L, AWEZEHHb
1HEEELT, 3 BMORESE &t 17 BRIOBHLEAT 21772, TOR, —&
WEOBE (1B/H) | FERE @MYL, 3, 100RV17HD 4E) | MR KK
RROBE Bk 15 RiT1E) ROEERE Bb4 2516 B 13 BE) ZEBE L
R, —RRETHERE/NE (FESS :554) RUABEORE (BFEES :573) | &
HERECHERHEFEIME 2 6] (FEEE 643 R N671) XA b, T O DREHR
FRRE, —BORE, 2 —RREROHEBICRER R L, BEHEMS BRI 5 48
PEROME 68 I RN L, 10 BAECREIWCHER Lz, 28, RSO WTIL, Bi
BEREMH. BEH. REZHROCBERLBICSEL, TU00AHR 458
LIZRYVIBENVWEBAERHEAMER L L, BiidRE - BibHIRb oREENE

20
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(REVEOEE~FES TEOKE) 2LV BINE, BOTYA (RS5HEAKOHA)
DEEICEIVBILL., EREHLEOEHROFHEENTEXIETHELRDL LD
EEBICEF T 72, EEOEMITIZEz L Ya—F 3BT ey 7 RBERCEELEH
HEOHAELE (T ey /BEBIECLEREEZER L. RBRBERVOBENOEGES
BIEAICEIL TR) TiTofe, BERBROMKEZRIIME T 359409 g (EHEE :
384 g) . MEIX212~265g (EHEE :236g) ThHotz, BOTMNLBRASHEZEHD
5h, BE 14T & MEHRE O 2 ILIXRSEE B ICRBM ORI L, 8 ERELE
IZBE L, BY Ol 13 LI EAEESH L L TGRS Lz, 2B, AT L&
MBEHHOMEIL RBRBETHETR LV RETREBENVRVEMIERD ST,
REIZHAWRP o2 RERTHRICRBRN LR L B ERETELEICBE L,

) . BRRHEECHY, SmREEEIIHE 60 MR UMW 80 ILTH - 7= 28, EEIZIIHE 62 I K U 83
EAMA SNz,

6.5 fAFEHE

i, B 23+3°C (ZERIME : 22~26°C) | AXHEE 50£20% (EHIE : 38~61%) |
HK B S 10~15 El/h, FBEA 12 8:R9/8  (07:00~19:00) DOEMFBTE HERES 912
BE) T/ v bREBRE/ — (W254xD350xH170 mm : Y — R P=7 U
v BRREE) @, RESIIEES 1RO 2 RERE L, B, EE 17
AXOEHA4BETIE, KB (RUA 7V —2  BERF ¥ — LR - U A=K H)
EANT T T RAF vy 7 Blae o —2 (W340xD400xH185 mm : HAZ U 7 #AEH)
I 1 EEALTINE Lz, 8BHE NMF B (BREHRE. 47U = 2 AVBRTERR
&, vy FES 100113, 100210, 100309, 100415, 100518, 100611) # X7 L
ABUAEHRRIC L Y BRICER S S, SRBIKIKEAK (HBREHEKEK : HEHAK
HEERH) 2EHICERIER, 2L, P9RAF v 7B a L r—IINELTY
R AAEEFEA L, fARERCKRETORAYDEZICEAL TX, #EFASOS
—uv b (2y F&S :100415) IZOWCIHERBRSTE V¥ —T, it v bZ
DUNT X, Eurofins Scientific Analytice TEM L 720 R 2 TN ENAFE L, KB
DU TiX. Eurofins Scientific Analytice TEHIAY (6B IZEHE LR EAFE
Lizo BRBHKIZ DWW T, AREEICHER L2 KEDOSTE2ZHEE LT v 7 5NE&H (H
4 EEEBRBREY ¥ —HREM) CEHR (E4E) IEREL, BREAFRL
re THHOT—ZIZL &R BEKRVKEFTORADENRBREICHELE
XDFREEDORNI L ZHBL., 2TREECFELERFLE,

6.6 BN

B4 O BRI AR/ B BAE (HE : 533~594, B : 595~677) %2 THT
oz, BHESTHIZ, MRHROBREET L BE, K, FEOCEHEDIE) IZ 40
BESEOTT, 2B, 1000 DALIZEE. 100 DAZITHE (0 FB2HE. 1 ZAEH) | 10 & 1
ONLIIEERES L Lz, AEr—VEER B JLIEGQ T LEFr—YI70%

21



~ R-1050

117, RRES, REBR, REE, k. BOWES. BEES. #RTER (RO
FERBELREDOME) KRB (REEHOMERE) KUk E CREHOM) WAL,

6.7 HESEE. REHMRUCERSEHUFITKRESNBE Th s 0RREH

R EZEIX, OECD Guideline for Testing of Chemicals 422 [Z¥E U, B O 5 28R
Uiz, BEHMIX, BETIX 42 HH (GIECAT 14 BRI, RECHIM 14 B, 20% 148
M) . RECBEOMETII 41~46 BR (ECRT 14 A, REHMEERAMEZBELT
RHLA4BET) | FEREHOMTII42 B & Lie, ARESBIIREKR TR 4 BRELE
L. ZOBMRE L, BEEEIIREREABRTHEOIITbRLTWS 1E/E (7E/
H) &L,

6.8 &5AHE

BEFEEZ, TolmEOBROBRECEL T BRNL2BRABROREL L, REFE
I smi/kgEEE L, ZvFVTIAEY UFEAWTHRERKE 1 B 1E., 09:18~12:19
ORICERERO®RE Lz, 27 L REBIZOBT Th o 2BMDII DB T 2 - T,
14:08~15:11 OICE L7, MBEICIIENAE (=2—H) oL ZzFERCEE L, #
FEILoORESHE (RREA :0.1mL, /MEMEZOEBERA) X, BREFOKES
EEICEH L,

6.9 BEERURIEN

BE5&IT 100, 300 X 1000 mgkg @ 3 A& E L, HEZBRETI0BELZMZ 4
BEHERL L Uin, 18N OBMEIIRERZITO RREE e UTEHCHRES 1208, &
Bl L WIERSERRE & U ORI BB R NS AEH CHES 1008 L, ok, RBERUVE
AEFHICBTAHOHNES 8 BLRE, HOBNEE 18ELKROE ST, BKEES
MTRUREE, (REEWE Uiz, B % Text table 1-1. RV 1-2.1Z7R LT,
Text table 1-1. B8 E (&)

RBREE | #5E | RERE | #5EE KB
(mg/kg) | (mg/mL) (mL/kg) | ghimp#k BmES
SRR 0 0 5 12 1001~1012 %!
EEERE | 100 20 5 12 2001~2012
BR300 60 5 12 3001~3012
HREER | 1000 200 5 12 4001~4012 %!

E1: BRNESSELUREROSKE, BRESKTHURE, KEEHe L,
Text table 1-2. B E ()

HREE | BREE | HRIRAEE | REEE RELHE BB
(mg/kg) | (mg/mL) (mL/kg) | Eh¥pdk BmES LiLE BE 5
X IR EE 0 0 5 12 1101~1112 10 | 1113~1122%2
IEAERE | 100 20 5 127 | 2101~2112 — -
hREE | 300 60 5 12 31013112 - -
EREE | 1000 200 5 12 4101~4112 10 | 4113-412282

E2: HAEFS ISEFLUEO S, RRERKRERT AR, AEeimL L,
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6.10 5 EDHREREM

ARBROBERIT, RIZEB LIZI6H-DR_ 2 Y c,e][1,2] A F P HRARY L-6-FF
FO7 v bERAVW: 14 BRAREROREEERR RBREERERR) I"VOBE (R
&R 6) 2BBIIRE L, Tabb, REEREARTIX. —BRE, FE, 8
EHER OSSR AICHERDEREOREBIIRD b RD o T, 1000 mg/kg FE5BEDHE
THROEIL, ~E/ b VERO~N b7 Uy MEEONCR A BEICEERED 5
Fu. 300 mgkg BEFHOETRZABEICEERRD bz, Wb BEREL
Tholz, LERo>T, ARERTiX, OECD Guideline for Testing of Chemicals 422 T
BEREEL I TVWS 1000 mgkg ZEmAEE L, UTAKK 3 TRLT 300 BV
100 mg/kg N R ERAEICRE L.

6.11 BEBRUBREDAX

REBREOEEIX, HEFBAIZHRS5 18, #5180 782%5 18, KKK
B (BE5HEKETOER) KL 18, AR 1AL 7TAZAKE 18, XRKIAZ
HIROB, S TREZFA 0B, HER (HER) #MEBFO0H (£E%0R) &L,
BUFIRATEBIZOWT, TN ENRROBHICBEEBRUREL EE LT,

6.11.1 —RREDOHER

EZFEIZOWT, Bb#EPIEEE 1E, REEFAYEER 3B (@55, #5E
BEROBRERN 2 BEE) . KEHMPIIER 1B (Frih) | EhEnitk, K&
B, 8, THROHHD R EO—BRREBIBTI2REFOFELBE L, ok,
BE2HUBEOEMZFICFH > TOEHMHRBIEIL, Fl—RRECER L FRT
1To7

6.11.2 HRG—RRKEBOHRE. #EERE., BEHRUVEXKESEOHE

HHA—RREOBERIIEBEEICOVWTITo 2, H5EHERT BHEHREF) 1M,
FEio, BROHERERIIREHE PR OKRESEPEE 1 B, REHEIZERRS
HHSaEE 1B, RESHEF. MERIARTROCEILHRAPIIEEs N CZREY
TR 1. 7, 14K V20 A, SHEMWITEIL4H) T2 EFhiTo 7,

HiEmE, EARAERVBEREHEOHEIZ, BTRIENES 8~12 F, TEHME
TS IECEDE S NEVIET | ERERHE CIRENES 18~2F0FhFh 5L
DNTITol, ZE L, BREHEOT — X PERTE - -8HEFS 1101, 1110
B 2108 IR A TEMHES 1109, 1111 R 2104 2 HERGHE U, 4% 3 Floisee
BRERVCEBANEDOT —Z3BET—F & Lz, REHRFIE. SEEOM T 4
B (5 42~44 B) 1T, ZOMIIBEHMKETE (R5 6, #5 40 H) &, KEH
FHid, SEHERCSAEROMEE CIREHBKTHE (KRE2E, ML HIRE 12
H) &fT-o7,
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LROBE, RERVEER. 8Wi 7 A LICEEL. BIEBEIH L THR5ER
EOBBREHIR (7714 b)) LERETT-7=, 27200, BREBEOHIEICHE
LTiE, 794V FMbxfTPabholz, 2B, M —RRECBEEVEERED
BE - REERICOVWT, EHT—FLSMIR a7 LR EE RV TES L,

1 REHHORENRSMEF U TR LE,
BREREE BT

st R | 1102, 1107, 1108, 1109, 1111
{EFAER | 2101, 2103, 2104, 2105, 2109
o SR | 3102, 3108, 3109, 3110, 3112
S HERE | 4102, 4105, 4107, 4109, 4111

1) FEHZ2—RREBOBE

F-VRBEL LTES, B BRETY., FIFoTOBERLLTI—VUhDHD
RYHLEE, #E - KEOWRE, IR - 205w, IREREH. RBASRE, T8
FEIE, BAEMRMEEE (BRR. WEE. E, B, BERER) . A2 F) A
BRI, N RY U TREORE, 707 40— FREE L LTEERE, &%,
BETE, BRITE., BT, B8, FEWV, dbhEX Y EK, Sy k. $HR)
IZOWTBELE,

2) HERERE

BERERS, BERG., BARS, BERK., BILXE, ERERRE. FHBEHIE
IZOWTHRE L,

3) #AHHEIE

BEEEMAEICSI X%, CPU #—Y MODEL-RX-5 (7 A a—x =7 Y v IR
&) AV CHIBRROEBEROBAZREIE L,

4) BEREBEOHE

BAHECE X KEE, EREVAERKEH L —NS-AS01 (EXE&tt=a—vH
ATV RA)ERAVWTCHERESELZRE L2 RIERREIL 1B & L. 10 2RI & U 0~60
SOPEBEER LT,

6.11.3 KRERE

EEEIZOWVWT, Bl 1, 3, 10 RV 17 BIZEEZBHIE L7z, REBEOERVIHER
BLAEOHEIIIRE 1, 4, 8, 11, 15, 18, 22, 25, 29, 32, 36, 39, 42 AR UHFHRBIZ,
REEBHPIIMZ T, KRE 1, 4, 8, 11, 14 BRUHRBIZ, TEEOHMIIHRE 1. 4.
8, 11, 15 B CRXE#MEIZESMPORE 18H) | FE0, 4, 7. 11, 14, 17Kk
V200, BAOKRGA R CICHRBIZEEZRE Lz, 2B, FROSHBEERIC
DO T BRHER I NT-BEORIL 0 B OFERIE (13:36~16:41) R & ,08:25~11:06
ORCHEEMEEZITo7, TRBICIE, sTE» O 16 R I %, HIBREE
BEHIZEX TERES 07:24~09:06 DRICHEIE L,
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6.11.4 EEEAE

ZEEICONT, ﬁm#@%&w#*ﬁﬁmmu&ﬁl 11, 15, 32, 36,
39 RN 42 BHiT, RESIIMZ T, KRE 1, IJ&UME . REBHOMEITE
51, 4, ‘H&UUB\ﬁ%l\\ \n\ \nﬁomaiokkﬂ2&04
BIZESELZHEL, ATEORKRHEELOENS 1EYZY0 | BEFEREZEH L,
REERUEHARORAIEX 08:33~12:21 OREIZIT- 1=,

6.11.5 RIRRE

Bl 2@ EIC oW, BIREERLER L, REHEPIIREE OB
DEFEEIZONT, BEBHBENORBEIRO NI ETER (Fai¥) EH2E
BL, 8L, BREGEZEENH. BEY,. BERHARCRERLEYICSEL, B
{EHFERIIEAMREOFESZ . REMESHHETIIREPNERBEEREROREN»
LROFBEFEHAETORE (KEFH) 27~ REHEPTIIEFNOBTFOFEEZR-
7

6.11.6 XEAE

RECATRGHIRKE TR, REHOFR UREHOMES 111 TRERE XY, 25,
EREED D VIR P IR F 2B LIEbDEXRBY AR L, RERGEZ
0 HLEELTRBECRELEZAHER N, I—HECX2FREHMIRE S B
FTHoTz,

6.11.7 PHREVHEEHRE

1) BEWOBER
REOHERINT-HEEDIILFA BRI SE., SRECREOFEZEE L,
SWAET OFER (¥ 0 B ORIE R OEE) 13, iR 21 B 4R 22 B £ TOHH|-
i, 1 H 2EFTV, EREIEZ 0.5 BEATRTRL, | BEMTCEH L, S 17
RETIZKETLTWES, 0R2EBH 0B L Lz, BEBRUEREOLBOE &%
BEE%, SHBPRTLE-BEWEIEBL 4RI CHAREZEESE, BED, EERRW
FAEZHEEL LTHEREYBE L,

SR UT-BEYIXEH S BORAT, MR RRLEKIC, TR ETVREZEREIC
gLz,

2) HEROEE

AR (% 0H) KHARERUEERERY X, HAERIINEREORFES
B L, A2 HELCAERZRIE L%, BEIMOEE SE2, HEROAED
BEZAERABETEDL 1E{To%k, 0B, FEERKUVFECTIRIIEELE,

A% 4 BICEERZRIE L%, @62 c—7 LB T CERE L. BEABIRIEIZ &
D BB S HHBR ATV, AR, B - B2 0RE HROBREOFELH
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R, e, HAEROEEITEERICHE L, SEEA CHHENICFHELZEH L,

) ;. EHOMEKRPHE, BEOAYPLETR,. NEOWHRZLHE, BiRCHENMOKREE, BIR. £
FEORTZ A, MIAKODBARKE S, NERBHOEH,. BHok S, Bk, &, K#E.
NEHoES, Bk, 8o, RBRUEEDAZ LV AZEELTCHEL, ERELERLE
AERFLLE,

6.11.8 REE (BKEHEEE8D)

Be54THE (5 6H., 8536~37H) RUOYRERTE ((KE2H, A¥E 89 H)
WREZEE L, BREHBTIEIBREYEORERIC, BTHEENES 8~12 &,
REEETIIHNES 8~2FOXHEENETN SILE, KREHHFIIKREESHO2ERE
., FNFENEREBZ Yy FLEF—PIINE L., #E - BREBAKTCT4ERRE.
WKWTEHRERS - BEBEATTEOHO 20BBR AR L, REEH % Texttable2.
R LTz, BRUEEIO 4 BERICOWT pHUTRREE CORELRER, 20
BIELNEZ 20BHREAVCREERVCRECEEZ{ToT, REZ 4BHORE
L20EBORESEAFHLTCIEBEEZEH LE, BKER. BREZEY LT —T
WA LZRETHIE» S0 1 HOBRESR., RAREFAVWTHEELE,

Text table 2. REBEDEE., JIEERVUEARSTZTE

BREER BlEFE

pH F-Va/AT Ay IR-TEARBRIR [7—2 VA BRRSH] »
ABE FVIVATIYIA-TEARBRIE [7—7 Lo BRAE4] @
rhE F=VIVATIVIA-TEARBRE [7— 2 VA BR&H] @
Fa—R F-VIVAT{9IA-TEA BRI [7T— 7 LABRRKRSH] @
bi=Jii! T-VaVAT (I R-TEARBRIK [7—7 LA BREH] @
vYAEy A-VaVAT {9 IA-TEAREBRIR [7— 2 VA BRAEH] @
vuvrl ) —F F=VavATAIA-TEARBRIE [7—2 V1 BR&4] @
| WIRE &

i FRIE

RE WEEE) BEMAY Yy VELRAVWEERAE (AL : mL)
REE KABTED (BAL : mOsm/ke)

RE Q0RER) ARVY U F—-ROERERE (BEAL: mL)
BAR Q4EHR) HEEHE

R e

a) : AUTION MINI™ AM-4290 (7 —7 LA g4

b): BENEBERERE A— 7V FRXZ v b OM-6030 (7 —2 LA X&)
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6.11.9 mEFERE

EFEEHRREER LD WVIINRESMKTEORE b —& (16~20 FfE) MRS
¥, Z0 5 bxREKUEAERII2M, BROTHAERIIMEES ST @HEEH
EVE, BL, REBEEIOBIED ST 2HionT, =—T KRB TICEEL, B
KENRA 5 EDTA-2K MIEEIME (SB-41 : &2 A v 7 ABRAEAE) ICMik# | mL 24
WL, BoN-MRIZOWVWT, RO Text table 3.-DICRE L BB R OHFEICLY
BRELRE, £, 3.8%7 V8B N U ABRBNRERE (LK 9 BIZxL 1 BOEIE)
R LM (0.9 mL) %iE DB (3,000 rpm, 1,600xg, 1043H) L., #&ohi
MEFIZDUVNT Texttable3.-2) ICEEHOEERUPAFEICLVRELE, 2B, #lL Lz
£HNZ2V T, May-Griinwald-Giemsa e 21512 X 2 MRBHEERZ/ER LT,

El ZEREEORENREDELUTIIR L,
REREE BmES
BB | 1101~1112
{EH &S | 2101, 2103, 2105, 2108, 2109
s FERE | 3102, 3108, 3109, 3110, 3112
EFAERE | 41014112

Text table 3.MZFLREDEE. ARERUVERABSBZLGE

1) EDTA-2K JIHEIZ OV TORE

BREHES HIEF BN
7% i Bk % (RBC) 2EEL—F—To—H A A FY—§9 10%uL
~E S v EHD) ST vAMNESOEUEEY g/dL
~< 7 U v MEHL R R CEHHRMEREENHEH 9 %
TEy R M EREFEMCV) 2AELV—F—Tu—HF AL FARY - fL
SEH R ML BR i 5 58 B (MCH) FORBERONES O EN LB g
THFROROEEBEMCHC) ~ESubELERUGA I Yy MEMDLEE? g/dL
R MERFE (Reticulocyte) RNAREIZEBLV—YF—Tm—H A4 hA FD—9 %
/RS (Platelet) 2fEL—F—Ta—Y L hA Y= 10%uL
B M2k ¥ (WBC) 2AEL—F—Tu—HA A FY—3E 10%/uL.
B 3R 5y R ) NN FF T —BREIIBTa—Y A b R Y —ik %
RAEL—F—Ta—Y L " A RY—3EQ
£ i BRA- WA o He e D R F A —PRELCEDTa—F A A LY — 10*/uL

2 HELV—F—Ta— YL b AP

2) 7 BT NY ALK b EE L MOV TORE

BREHEB MERE BT
7u ko EE(PT) suay big? s
EHEHS bR

75 R F L EEE(APTT) ray kg s
7 47Y ) —4 v &Fibrinogen) rRVRTTFTRFLHEY mg/dL
A RS

¢): MAMEFREEE 7 F/ 4 7 120 (Siemens Healthcare Diagnostics Inc., Illinois, USA)

d) : MFEEE BB #E2EE  ACL Elite Pro (Instrumentation Laboratory, MA, USA)

) ¢ I ER(Neut), HFEEER(Eosino.), HFHEEEk(Baso.), ¥ /EK(Lymph.), HEE(Mono.)
e OVKREEREAER(LUC)
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6.11.10 MELFRE

M EFEHRE AR RRHCERR L2 MR 6 mL 2 EEREFIAVRRE (/P
=7 MI-A— by 7 TAEHEREH) TBY | EL5BE (3,000 rpm, 1,670xg,
10 55 L. B5hizMmiEIZ-2o\ T Text table 4.-1) IZEREDEBRVFEIZLVE
EL7, ¥72. ~2Y UIMMRBRE (K 1 mL 24729520 BALO~Y ) ZEERL
7o MK 2 mL %258 LorBE (3,000 rpm, 1,600xg, 10 45/) LTHELAZMIFEIZONT
Text table 4.-2) IZFEHOEBE R VPHIECLVKRE L,

Text table 4. IMZA{LFREDEAR. PIEERVHERABRL L

1) RBEL A MFIZ OV TORE
BREEHR BIZEJ5 ik = Fire
ALP Bessey-Lowry i © TU/L
=z L 25 1 — A (T.cho) CEH-COD-POD i © mg/dL
FYZUETA R(TG) LPL-GK-GPO-POD % © mg/dL
Y UHEEPL) PLD-ChOD-POD #: 9 mg/dL
# ¥ U L ¥ (T bilirubin) CUIAE YR VE —FiEY mg/dL
2 V21— Z(Glucose) Fna—RFe Fuyr—¥E mg/dL
RFZEFE(BUN) Urease-LEDH # @ mg/dL
7 V7 F = (Creatining) Creatininase-creatinase-sarcosine oxidase-POD ¥ © mg/dL
F kU ¥ A(Na) A F I BRIREIEE © mmol/L
Z Y v A(K) A A VRIRBIEE © mmol/L
HBHR(C) A F L BIREBIBIE mmol/L
H N7 A(Ca) OCPC #: @ mg/dL
EWY L (P) Y TF B mg/dL
iz A BE(TP) Biuret i © g/dL
7 N7 2 v (Albumin) BCG % © g/dL
A/G RI-LMBERVBTATIVHLEH
2) ~XY MR A OB L 7 LRI OV T DRE
BREEB BIE Bifr
AST(GOT) UV-rate i @ IU/L
ALT(GPT) UV-rate i © IU/L
LDH UV-rate i © IU/L
v-GTP Ly-Z A INI-IARFTA4-=buT =) Rk IU/L
5 B e 2R
¢e) : BER{LZEEBOHERE TBA-120FRIE (RZATF 4 ANV AT AXKRASH)
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6.11.11 mepRILES (TSH, T3RU T4 HE

6.11.10 THELNZMIFIZ- DOV T, Text table SAZERBOEE RN FEICLVBREL
7ro FTREZRIR Y MBI 0.5 mLx3 KE2 VY L FAF 2 —F Ik L, BIEE T-80°C D
WHRE (FFASH : -70°C LUT, EHIE : -83~-73°C) IZRF LT,

Text table 5.MHRILEVRENIER. BEZRVHERERLE

BREEH RIE A& A
T3 CLEIA ¥ D ng/dL
T4 CLEIA i D ng/dL
TSH CLEIA 3 ? ng/mL
= B e

f) : @HBGRELERELEE D AT 5 IMMULYZE (Siemens Healthcare Diagnostics Inc., Illinois, USA)

BERRERAEMRABN —BRES N TWEEBER 7 VU —¥ GRE : -80°C, FH
i : -70°C DATF, BB HEES :502) OBREEFHOBEERFIZBWT, Fy— )
ey PRI, RUVEMBORERFTRE THo iz, BEINTHARVERR (2010
£ 8 A 11 B, 08:40~10:00) BFEAELKE, ZOR. ENEBEED EF 2L 38HIT
WOTHREORBRE 2 -722 &b, HIERRAORFREBICHEBEIZ 1o 7,

6.11.12 HREZRE

) HREUCHBREEERE

BRI E5EEA ROYRESBKT RICT_RTCOEFEMZOWT, MKFRE. MK
{LZBRER M SR NAE L RED - DICE D U28iTRngic, Tohogihizo
—FVHREE T ¢, BEXEIRGIBNIC & 0 KL S, ThERENE - BB - 5 -
B ErErE£HDRE - MEBORRIZ X 23 RBEAHN 2TV, BRERE L,
B, BEWIZ OV TTEHRFICEREROEREREZ B A, RWT, 2F0ORBE
ROFER BE L MEFERE. LK EERER OO P RNVE BIEORD % 1T - 728
BIZonT, UTRRTHEOEEZAE L. ThOBEER (EHEE) L3K
BFOBENGEE 100 g UV OMNEESZEH L, 28, BERUOFEEREE L
HZ 2 mEOREIC OV TREERN £ ICBIE L, ZDO4FE Tl L=,

B, TEMA, FRE* (BRAMEZET) | BB MR, PRBR. DB, TR
B, SR FE

2) REERERE

Z2TOREBIZHOWT, UTICRTERENRBE/ALEE Y BIEE 10 vol% /v
VURTEEL, BEFELE, BEBICHICIZY VEBREE 10 vol%d/i< Y ViBREEA
L7, 72720, IBEk, ARV VBEHR CTHE LEZ 3ol 7/ VEALTATE R -
25vol% A< VIETEER, BERUBREEKRI 77T UV ECTERAELEZE., UV VER
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FEE 10 vol% <Y VIRICEBR ULRFELE, RWT, T 7 0088 LER, 9k
EL (TREELZSBE - EBIZEE - REDHE L) , A bV IV etV
v (H-E) %177, BRI, STHRERTHIRBCBITAHNBHEERVEAR
HOLBEEROERENBBEHBL LB ORIBMERFEHMIC OV TITok, @
REOBEIZOW TR LR E U, LEE, IRek, BRER, ER/ME B, B
i, KIBE (BRZET) RUWER (BER) 3£/, BE, R, BEELERUOE
EIARUERCFERMABEZER L, 28, RaRERUVERE (BEH) T H-ER
BEAERIETE L, REEBEERERIERE L 2o, TORKE, HEORHAER
THBHERSICLIDIEMPRONZEBRUEHBICE L, b RUMEAERE NI
KTHIREZEDEFICOVWTER L, B, BRIZOWTII H-E REERTH
BWEREDOEENBED DN Mo ez PASREERIZ L 2B BIXThRIro T,
T, BlEFTR T TFEBME/ME RBERINE oD, au/uvr ) yORER
BALFERREIZ I IBEIITRLRPo 1,

K, /N (BESTe) | LFMHRE. FH (W) | RR, GBRE, ~—F—MR,
TEMA, PR, ERUME, BIR. MR, IR, 5RT U 38, BRI YD 38,
Dig, BABAR. [E. M (REXLeE0) . H. BE, &8, 5§, +285.
. Bl (A = uikEe) B, BB, BB, TR, ETR. FE
BERR. W, BERE. RER. SRR, RERELG. FE. B, LR BE LR (B
&) | E (BlzEt) | KBEE (BFHzEl) . RBREERG. 8 (B
B . RIRHOEETN, EEERNE (HE2ESLLET)

6.12 #EEtERMNT
6.12.1 NS A—Z3DEH

UToORIC LY RBE, BFE, SIREROHEREFHT &0, EIRIE., FHRE,
FEERR, ARRER HER A% 4PEER EBR ORG4 BOHAEROMLE
BEHILICEH Lz, B, HEROEKEIC DWW TIZREMY I L RSN ESE S
Rz,

REER%) = (REBME/RESHWE) %100

BRERW) = (ME2ERITHEOR/RZR LI-HEOEK) %100
ZHEE %)= (FIREL-MOE/ZRE LI-MOE) %100
FIRBE(E)=FE0 RO LB ETOREK
HER(%) = (HAER HEMR/ATIRIER) *x100

ERE(%) = GERESH/FEEE) %100

FEERE(%)= GEERBUHARBKR O EERE) %100
HNEREER%) = NKREFRB/HERE) <100
HAER%) = (HERB/ERES) %100
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A% 4 BEFER%) = (£% 4 B0EFRE/MERE) x100
£% 0 B O = #EH AR/ A IRK ’
E% 4O =45% 4 BORBATFERE/E%R 4 B0EFERE

6.12.2 BE

F—Z I B RHERRE L OB OV TR ENEERORER T -,

RE, KEMNE (BERUIEEEMY : &5 1~42 BROYAE 1~14 A, 3ECREME :
BEI~158, HFE 020 BRVEH 04 B, HAER : £% 0~4 B) | BHEE, HKE,
REMGREEK, HAY (RIFAM) . RRETIKE L%, ERMM., ZiEk,
ERBEE, EFREK, M (BB ORV4H)  F—Tr 74— FRBE (P&,
hEROEH) | BERE CEHERE [ BARVBEREHE, RREOEEN
EHH., LEFRE. LWKEFERE, LPFVECRUOBETEER (8., JIRBEE) 1.
HOLICFEHEREEREEZRD  KISRTERR O FEIZIE> TRE L 209,

BHOFHELFERE

Bartlett # € FRE*
EHIRE R E

p<0.01, FE& 4 8 p>0.05, &4# p<0.05, JE& 5
Lo E S5

p20.01, E 458

Duﬁnett Dunnett B Student Aspin-Welch
BIE mean rank test DIBE DIRIE
p<0.05,0.01 p<0.05,0.01 p<0.05,0.01 p<0.05,0.01
BB E AR E PRI E I E
. Poc 2/c.2
mgﬁg—r . F S] /52

(2B, si>s))

BRE, FERE, ARBER, HARKOCER 4 AAEFERIZOWTIE, I L
SEE R OHEHERFZE %2R D, Dunnett & mean rank test 12 & Y SEHMEMOEDRE (B
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BAKHE0.05 RU0.01, W) 1T 9,

RERE, #FEFE, TRE, HEE, BRENIG., BERIG., BRbE., BERG. &
L., ZEHRERMREIZ. EHOTEEYE. M2 TR - #EE, ERESY
¥, HERHEHESYE, EERFOLZOLNZEME L VER L, Yeates DEFIEIE
X5 PRE (BEARE0.0S RU0.01, A 21T, 7770, SEEHEN ST
DENBH LN LHEITIT Fisher DEERRIRIRICL VRE (FEKE 0.05 RV
0.01. M) Z21T-o79,
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7. HAEBRER
7.1 —#%ikEE (Table 1-1~1-7. Appendix 1-1~1-22)

XTRBEOKREE Y 1 FICTHRE S BICREZEHPLONIZZ L ZRE, REEEY
FERBEONTHLOBYIC LR SHEAR KBS ZECTCREERXA N o T,

7.2 FHELT—RBRREBOHRR. #HeRE. BHABTRUVEXAEHEORIE
(Fig. 1~5, Table 2-1~2-84, Appendix 2-1~2-258)
1) H—Ahr—UHNEE (Table 2-1~2-23, Appendix 2-1~2-72)
RECEEMERE R O IEASBCREME O & 5- BRI o Rk R KB ERE O RERR T IX., W
DEMICHLBEIRXA O P o7z,

2) FILF - TOHEE (Table 2-24~2-46, Appendix 2-73~2-144)

BE1HOBETNY R VIR LN BETHEMMNHED 100 mg/kg B 5
BER OZZELREMED 1000 mg/kg B GRETH 1 flA Dz, HEEED D BIEME L 1
Lz, &Ofth, ZZELEAMERE R OFEZZELREME DB 5518 o R OWRERE ek O RS 11 R
FiZ. WThoBMICLREEIXAL OB T,

3) A= T 4—/ FPBIEE (Table 2-47~2-69, Appendix 2-145~2-216)
ZZECEEMED 1000 mg/kg B EFETERE 1 RO 2EDN S B Y EIEICKBEE & LT
BELRRE RO NN, AREHOFRAEHEORBER A TIINBREL TER-T
WAHZ EnD, BEEEILEHET Lz, EEALHLTHRITOFMENRTERY, H5
WA EZHER L-8SMBHEEDEH TAH OIS, HRPERSHICE &
BB TlX o, FOMOKREEE CIIREBFMER CHEREREORSHBA T X
UMAREEHEEORELRMFIE, WTHoOEMICLEBRE XA, Ei2, HE
HOBEBICITHRE L FERYERER L OBICEEREIR O ORI,

4) HEREMZE (Table 2-70~2-74, Appendix 2-217~2-230)
REOFEMERE R O FEATELBEME O % G- B T 3l I QNSRS B e DR IE BRI AE T 8

i, WThoOBMICLREBRAON oz, Fi-, BHBIBEIC S M BEE L SR

YVERSHLOBICEERET RS ZERERRFICLEEIIAON o7,

5) BAEIE (Table 2-75~2-79. Appendix 2-231~2-244)
RECEEMERE R O FEAZECBEIE OB S HAR & T B M QNSRBI HERE ORISR & T8
Wi, MBRC SR ERSHLOBMICEERZTRD LN N7,

6) BREHEOME (Fig. 1~5. Table 2-80~2-84, Appendix 2-245~2-258)
HED 1000 mg/kg 35 R THREKR TEIZ 30-40 KT 40-50 SO DEEHE L 0-60
SEOREHEICHBELLNFERSESBO oA, REHBKR TRIZIZER
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BRROLATWRNI 2D, BRELELEHBTL,
R ECHEMERE R NIRRT ELREME O = 5 HARE T B I AR K E M DRI T I
I3, BB LAERYEREH L OBMICERRBIIRO LA 2T,

7.3 {AZE (Fig. 6~8, Table 3-1~3-7. Appendix 3-1~3-22)
1) #5HME

BETIX, 1000 mg/kg B 5RETHRE 2 BURE, xtRELZTE-THEEL, &5 25 H
UBDZER RDOBER CREHM P OFEHMEICR REE L LT EREEBEE
Hhivl,

ZRECEEME T, 1000 mg/kg W 5HETHIR 7 HOARE, MRS TR THBE L, iR
FOREEMEICHBE L LAAFEREERRD oA, FATOFEEME I
BEtx R 7z,

FEASECREME TiX. 1000 mg/kg B EHOBREHMT O ERADEER R EHIA
FOEREEMBICHBIR L ESFERERRD o7,

2) IREHR
HECHRER T O RER ROBEICHEE L ILAFRREENIRD v ss, M
BXHRE L FERERRS, AREHBTOEERMEIIMRE L b REEL ER -7,

7.4 iBEEE (Fig. 9~11. Table 4-1~4-7, Appendix 4-1~4-22)
1) #EHIME
BT, BELEUBRDERSBELOMIARREIRD ORI,
AECEEME I, 1000 mg/kg EBHTHRE 15 BROEH 4 BICHBELLEANFER
BEAROONTN, BEL—EEHEOBETHY ., BREL HET L,
FERRECEEMETIE, 1000 mg/kg G TEE 11 KIS H, 32 X136 HITXHREEL
HREBEREENIBOONLN, RERZ—BEORMETHYH ., BRELHE L,

2) REHE
HERECIE, AREHEF OSSR ERADOEBHEICHREE L LAFEREIROLNR
Moiz,

7.5 RBE EXKEREZSEL) (Table 5-1~5-16, Appendix 5-1~5-30)
1) BEHMKETERE
EMEBIZ OV T R OERREEO VN THOBMIC L BRFIIALN R o,
FEERIZOWVWTIE, WThOREHBIZBWOTHHEEROCEREHBEO K HBRME
BRERLMEBELOBMIZAEREIRO ORI o,
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2) REHMKTERE
EMIEE I OW TR R CIERREHOWNTHOBDIZ L BREIZA LN,
EEEBIZOWTE, WThOREEBICEBW T LR OIEAEREEOHRYE &
EHLBHEOMICFEREZIR D DN o T,

7.6 M&EPHRE (Table 6-1~6-10. Appendix 6-1~6-10)
1) HEHEKTRRE
FERRELEEMED 1000 mg/kg B 58 CIEMEMAE S ba v R 7T A F VRFEIC ST RREE &
HREERBREENRD LN, BBALELTHY ., hOMKEER T A—FILE
FERXHALNRNZ b, EBPNEHREARNOEL L HET L2, TOMDOERIZIX
HNBEELEOMICARZIRD N0 o7z,
m&wﬁﬁﬁwfﬁ\mfh@ﬁﬁﬁaK%mf%%&ﬁ%g&éﬁaﬁﬁﬁko
MICEBRREZBZERO N7,

2) REHIBERTRRE

HED 1000 mg/kg £ 5-8F CTHRIEEE & L _/MEEICEERBEEIRBD S, &8
WK THREICADNARVWEELRELLTHY . tMOMBKERER 7 A —FIZERFIX
HHNBNI 0D, EBFHEBHEFHNOEL & HEr L,
FERZELEEMECD 1000 mg/kg B EFHOFHBICIL., SIBHELOMICEREREITRO LN
oz,

7.7 MEEFBRE (Table 7-1~7-10, Appendix 7-1~7-10)

1) BEHBKTRRE

HED 1000 mg/kg WEHCHBRHL HNEZERVCREZAVBEOEERRENRED D
ni=h, BRElThHY, HRLHAELOBERLRWI 1D, BREE L Ik
Lz, £/, FBETHBHLUESLI I VAORERBRERRD I, BMAREHE
ThHY . ERENETHEEANOEL & HIET LT,

RECEEAMED 300 mg/kg R EBETHBH LIV - ZADOFBREEIRD b
2B, ARICBEELRZVWE{TH T,

FEASEREEMED 1000 mg/kg WS BHETRBE L R AGHOFELREESBO ONE
28, BHMAELTHY ., BERUKEREME CIIRKOEIZA LNV End, B
M2k & HIlT L7,

2) REHEKTHERE
HED 1000 mg/kg T EFHEOFZEHBICIL, RBELORMICHEERETRD ORI,
FEREEHMED 1000 mgkg HEH THBH LRI VAT o -V RUREZABRE
OBEEREEIBDLNER, WTINLBREHHETHRBECRAON2VWBERE
EThHy, REYHKTHEREONBHLARBREOCETHI Z b, ABHZENTE
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HEPNOEL & HB L7,

7.8 Mk ES (TSH. T3RU T4) H% (Table 8-1~8-5. Appendix 8-1~8-5)
1) HEHFEKTRRE

RECREMEE R CIEREBEME O S R E R EH L BB L OBICHEBERERR DL
NIEhoi,

2) AREHEKETRRE
R CHEREHEEOHBRYER SR L ANBH L OBMICEEREIRED ORI o T,

7.9 BEEE (Table 9-1~9-11, Appendix 9-1~9-42)

1) BREHFRTRRE

BTIX, WThOBRETEERILS, SHRVEREHLMBHLEOBMIAERLREIR
LR T,

ARECEEMETIX. 100 mg/kg 5B CTROBERTERICH BB L LLNFEREKME, 300
mg/kg 5B CTREOHINERICHEE L L GBEREEARD LB, WTh
HbAEBCEELLZNELLTH o7,

FEAZERREME CIX. 1000 mg/kg B 58 THIAR O K OEM ERICH B L LEFE
RRMERRO b,

2) HREHEKRTHRRE

HED 1000 mg/kg B EFE T, JREE L LARHRFGER OFBROESERICERERE
. BRERUCBERLEOCHMNEERCEFERSENRD DD, BN IIHNEED
HOBENTHY | BEHEAKRTRRECEELRAZ DNV 0 5ABENEBEH
NOZE(L & Hl L7z,

7.10 BB R (Table 10-1~10-4, Appendix 10-1~10-116)
1) BEHBKTRRE
WHEMEREOHELEZ DNAELPEHOTICA LN,
H : ATE O E R R REESHE T 300 mgkg PL L, i
T 100 mgkg A EDOREFETH LN, S HITHETIIE
RBOIEEDR 1000 mgkg EHTH LN,
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Text table 6-1. 5T R (D42) O#E

Sex: Male Female
Group: D42 D42

Tissue mg/kg: 0 100 300 1000 0 1000
Observation Number examined: 7 12 12 7 5 5
Stomach

Focus, raised, forestomach 0 0 2 3 0 3

Focus, dark red, forestomach 0 0 3 6 0 2

Thickening, limiting ridge 0 0 0 0 0 3

D42 . B#E5HKT (&5 42H)

Text table 6-2. BT R (L4) DOHKIE

Sex: Female
Group: L4

Tissue mg/kg: 0 100 300 1000
Observation Number examined: 12 12 12 12
Stomach

Focus, raised, forestomach 0 1 5 10

Focus, dark red, forestomach 0 1 3 8

Thickening, limiting ridge 0 0 0 5

L4 : B#EHT @RH48)

ZoM, BEEEICAGESRBEER T 1000 mg/kg EREDE 1/7 iz, EIBIZE
EDAZELEHEMED 1000 mg/kg B H-BED 1/12 HlIZ BRI EAZ (B IPE) 3FED 1000 mg/kg
BEHO /760, MICEREEZED 100 mg/kg REFED 1/12 4] & ZEFHMED 300
mg/kg HEFHD 1/12 Hliz, BOBRBHICHERAELED 300 mg/kg HEFHED 1/12 61 &
RECHEMED 100 mg/kg B EFED 1/12 Bz, FIRBRO /ML (1) 23 2ZE2BEHED 1000
mg/kg BEFED 1/12 Flic, B THESPZEFHEORBEO 1/12 62, BORKENIER
BLBEHED XM REED 1/5 flicH b/ dd, HBEAE R OREBZEOER? L BEHEL L
Zzbhiz,

2) REHBERTRRE
BREHERTRBRETAONTERIL, KREBMITITA ORIt
BEIASIZRRZEDS 1000 mg/kg B E-BEDOME 1/5 Fliz, B OREWICHREES 3 RE O
D U5 HNT, B THREED 1000 mg/kg GO 1/5 FlicH b3, HBEHAE RO
HEAER»OBROELLEZ N,

7.1 RIEBAKFERE (Table 11-1~11-10, Appendix 10-1~10-116)
1) BEEHBKTRERE
WRYEREOEBLEZ DNIERBRUEHICA LN,
B : REFE T, fTBICBWVLTOLAMEE (B bhs
B) RORRASETHEEOKE (BHOUIRE) 2
100 mg/kg ¥ EEOMER O 300 mg/kg UL EOFEEFD
MEHEIZ, AIE ORFELEERK (BRI LPEE) B
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100 mg/kg LA EDOBEBHOMHEIZ, MEORELED
MBS (BMITEE) A5 100 mg/kg REFHOHEK
N300 mg/kg A EOREFHDOMREIZA LN, RO
A%, FERTECRED 1000 mg/kg W EBEDHEIZB VT

H iz,
Text table 7-1 JREHSIARE (D42) O#E (B)
Sex: Male Female
Tissue Group: D42 D42
Observation mg/kg: 0 100 300 1000 0 1000
Stomach
Number examined 7 12 12 7 5 5
Erosion/ulcer, forestomach 0 0 2 3 0 4
Minimal 0 0 1 2 0 1
Mild 0 0 1 1 0 2
Moderate 0 0 0 0 0 1
Hyperplasia, squamous, forestomach 0 6 12 7 0 5
Minimal 0 5 1 0 0 0
Mild 0 1 11 2 0 5
Moderate 0 0 0 5 0 0
Edema, mucosal/submucosal, forestomach 0 0 5 7 0 4
Minimal 0 0 3 1 0 1
Mild 0 0 2 6 0 3
Degeneration/necrosis, squamous, forestomach 0 2 5 7 0 4
Minimal 0 2 5 2 0 1
Mild 0 0 0 5 0 3
D42 : 5T (&5 428)
Text table 7-2. FEARKFRE (L4) OLE (B)
Sex: Female
Tissue Group: L4
Observation mg/kg: 0 100 300 1000
Stomach
Number examined 12 12 12 12
Erosion/ulcer, forestomach 0 1 7 9
Minimal 0 1 5 3
Mild 0 0 2 2
Moderate 0 0 0 4
Hyperplasia, squamous, forestomach 0 3 11 12
Minimal 0 1 1 0
Mild 0 2 8 8
Moderate 0 0 2 4
Edema, mucosal/submucosal, forestomach 1] 2 7 10
Minimal 0 0 1 1
Mild 0 2 6 9
Degeneration/necrosis, squamous, forestomach 0 0 9 11
Minimal 0 0 8 10
Mild 0 0 1 1
L4 ®REHKT (&A48)
Bi5 : RECEE TIX, KEOEMaEE (BHCUIRE) RO

UFE AMEORBERR (BHMOUIEE) 2% 300 mg/kg
ULoBREHOMBEICA LN, BREOEIX, FER
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BLRE D 1000 mg/kg | EBEDHEIZ IV TH B D iLTZ,
Text table 7-3. /R BHEIFLRE (D42) O#LHE (BR)

Sex: Male Female
Tissue Group: D42 D42
Observation mgkg: . 0 100 300 1000 0 1000
Intestine, cecum
Number examined 7 12 12 7 5 5
Necrosis, single cell, mucosal 0 0 1 4 0 3
Minimal 0 0 1 3 0 3
Mild 0 0 0 1 0 0
Hyperplasia, mucosal, diffuse 0 0 2 4 0 1
Minimal 0 0 2 1 0 1
Mild 0 0 0 3 0 0

D42 : #E®KT (&5 420)

Text table 7-4 SR BAHEHRE (L4) ORE (BB

Sex: Female
Tissue Group: L4
Observation mg/kg: 0 100 300 1000
Intestine, cecum
Number examined 12 12 12 12
Necrosis, single cell, mucosal 0 0 1 5
Minimal 0 0 1 5
Hyperplasia, mucosal, diffuse 0 0 1 5
Minimal 0 0 1 5

L4 \E5&T (FHL48)

D EDHIZ, WS 2PDHRE - BRICHEL2 OERLBHONILE, ZORKEOEWIC
FRANCAHA DN D E(L L BRI R UHEERN 222, £ ORERBRAERRURE
KPS, BEHRCEHBTL,

2) AREMRKETRRE

BERTRICALNTZBOEIX, KREESD TR L IER L. EBHBEOREM
JEBEFER OO EAMORBERERIIECBE L TALRER, BEOEBIALN,
HECITEAE LT,
Text table 7-5. /R EHBERE (R14) OKE (FB)

Sex: Male Female
Tissue Group: R14 R14
Observation mg/kg: 0 1000 0 1000
Intestine, cecum
Number examined 5 5 5 5
Necrosis, single cell, mucosal 0 2 0 0
Minimal 0 2 0 0
Hyperplasia, mucosal, diffuse 0 2 0 0
Minimal 0 2 0 0

R4 : (RERKRT ((KE 14 RB)

Table % U' Appendix IZ7R 3£ OOBT RIT, HERRER CRBRZRZOERI S8
BB EEZL LN,
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7.12 t£EH (Table 12. Appendix 11-1~11-4)
HEAHMRZOEMIIL LN T, REHGREER R UESEEH BT RBEEL
EHEBRDERERLOMCABRREIRD DN 0T,

7.13 ZEREE (Table 13, Appendix 12-1~12-4)
RERETICELEAHK, REEX, BRIEROFZHRRICIIXEE SR EREH
LOBICEERERRD bR AEDo T,

7.14 9ip#E (Table 14, Appendix 13-1~13-4)

TEIREN DS IR EE CIE. R 21 i3 22 RICEFIRER AR L, HER, FiR
M., BiE, FRER, BRE, BEREROCHARKICIIX B - SHEBRDE R
EHLOMICHEEREXRDONR o7,

100 2 0F 300 mg/kg B EHCTHAERICHBH LEFELRBESRD NN, &
ETHY., BELOBEENEL VW EDEBREEL &SI LTz,

7.15 HEROEHE (Table 15. Appendix 14-1~14-4)
HAER KR UAER 4 B OMEICIIXRE L SERVERGH L OBICERRERIRL,
NRBEEEZETIHAER VAN o,

7.16 HERDAEFERE (Table 16, Appendix 15-1~15-4)

BRABAE P O TIRIIRREET 1. 100, 300 RN 1000 mg/kg HEEET 2. 0K
S5BITHoTz, A% 4 BAEFRICINBR L SERVERSH L OBICAEREIR
HoiEhot,

7.17 HER®DIKRE (Table 17, Appendix 16-1~16-4)
HAERR AR 4 BOMBEEEY NS4SR 0~4 BOBOEEMMBICIIABRL L
ERDEREH L ORMICEREREZIRD N R 2T,

7.18 HHERD A% 4 AEIBPTR (Table 18, Appendix 17-1~17-4)
WTEhWOBREBOHERICHREIIA NIRRT,
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8. EBE

6H-DR0 Y [e,e][1,2]4 X F R AR Y L-6-4% 2 Fod 0 (RHREE : =1— ) | 100,
300 2 TX 1000 mg/kg %, Sprague-Dawley 5% SPF 7 v b, HEZIEZIECLRT 14 HHEIZM
ZRRHEAZBLCHRIIBEC (42 BED) . MEICIIZTERT 14 BB AR A RS
ROFEHMEEL TR 4 BT (41~46 HE) BHEHRBORSE L, REREEER
UERRARE TR L, FiZ, 0 &R111000 mgkg B5HO—HOBIZOWTIL

MERE L BIT 42 ARG Lictt, 14 BREAOKESIM LR, BRELOTHMEERE
L7z, :

8.1 REESSH

— KRR, ML —RIREBOBE., MiEkE., BEAHNE. BREBFEOHE, BEE
B, RBRE. MEERE, LREERERCMFHRNAEY (TSH, T3 RO T4) JIE
Tk, HERYEREOREEIIV/D LMo T,

RETIX. BEO 1000 mg/kg B EFTRE 2 BUMK., SESMME PR b,
WELBFOFEEMEIXRESY EEY | KEIZLAEEE M-, REEM
@ 1000 mg/kg & 5-# THARBI M IR E 2 R EEMNIHI 3580 bz s, #IL M+
WIER B ME R L,

BEEETIH, BREYHEKTRRE CHEHME D 1000 mg/kg B EH THREERIC
RENRBD LT,

REFERETIE., RIEMICATEORERER CREREENSHET 300 mg/kg AL, HT
100 mg/kg LA LD EEETH LN, & HICHETIIERZOIBES 1000 mg/kg H5H T
BTz, MBEMIZIE, BIF BV TS AABE R CHEEFEE TR O KIED 100
mg/kg ¥ 5B OMER U300 mg/kg LA EOREFH ORI, sTE ORE ERIBEANS 100
mg/kg UL EOFEFHOMREZ, 518 ORELEDOEME/BEIEN 100 mg/kg EHOHR
U300 mg/kg L L OB EFHE ORI A LN, RROERIZ., IERZEEED 1000 mg/kg
BREFEOHIZBWTHLHE LN, TRHLORBIIRBITZEENTIT. B ELERE
OEHEDH D VITELFEHL LTEY., BOREINZHBRYE OB HEE~ ORI
HERBLEBEEEZONZ, TNHOELD I L, UDLAMBERVRELRDE
H/EFIIRRRETAONERIE ORRERICHEY L, RELEBFRIIINE OKE
BREOERBGOREICEYT I EEL N, EBOMBEOBEMSELR OUE A
DFEBBTERLA 300 mg/kg LA EOBREFEOMEREIZ A b2, REOELIX, FERERH
@ 1000 mg/kg WEHOMEIZLB W T LA LN, MELIXIZER—DOEETAHALN, £
T BHEEIIIERBICAH DN D T E M e LT, T OB RITEBRE &
B2 X 2BENEYOELSS. 2o, EBMEOHEESORECEIZL - TE|
FRZEINTRENREZ NN, HOLREREZENDDITIEL o1,

FREERETHONAZEIZ. WTRY 14 FRAOKRBRICL Y EELZWVIZERL-
ZEnb, WTRLAIFEOERLEEZ BN,
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82 HEMWEALSN

R, RBEFTIKELEZBR, RER, BERRUOZBRIRIIERDEREOE
BRIBRDO LN, FiT, HER, HIRNE., BEK, FHEER. BEE, %XE
RE, HAREEVCHAERERDERSORETRDONT, BAHBPOBEE IR
BICLEERRD RV L D35,1000 mg/kg BEBIZBWT LRSI O REE.
BRRERUERE. BEOEIRHERE., 2Rk OWETER EOAFBRE~DOHET
ZouN Bl Uz,

HAERTIE, HAEROARBE, HARKUER 4 BOMERET CICHEL, £%
4 BOEFRREOHRFTRICERDERSICL2EEBIIED ORI o7,

TNROLDOREEND, ARBREGHT T 6H-UX0 Y ce][l,21 8 HRAKRY v-6-4F
VIREREROKETHILICLY, HHED 100 mgkg A DR EFROT IHKBRHE
OFBHEITEE TS LEXDNABMPEREIN, Lo T, AEBRWE O
it A REFSFERIIHT 2 EXEER CESMEEIIMEEILIC 100 myke R
YT LT, £, MESEEME RSMICBIT AEHERBRESHICHTIEZERERD
EEMERIIVTR S 1000 mg/kg LA L & HlT L7z,
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8.

1)

2)

3)

4)

Xk

6H-D_ 0y Vce][1,2]A FHHFAKY v-6-FF L FDF v hEHAN
72 14 HEIRER D BREEEHAR (REERTERAR) EHREERY YV —FE
& —, HEBREE : C-R136. 20104F)

Snedecor GW, Cochran WG. Statistical methods, 8th ed. Ames: lowa State University
Press; 1989.

Dunnett CW. A multiple comparison procedure for comparing several treatments with a
control. J] Am Stat Assoc 1955; 50: 1096-121.

A FEIRE (1981) : FEZHEFME —FHE & 43711, pp.23-27, 387-389, W K FEHIR=,
K.
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Fig.1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 6H-Dibenz [c, e] [1, 2] oxaphosphorin-6-oxide
Motor activity of male rats (Week 6 of administration)
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A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz [c, €] [1, 2] oxaphosphorin-6-oxide

Motor activity of female rats (Main group, Lactation day 4)
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Fig.3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 6H-Dibenz [c, e] [1, 2] oxaphosphorin-6-oxide
Motor activity of female rats (Satellite group, Week 6 of administration)
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Fig.4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 6H-Dibenz [c, e] [1, 2] oxaphosphorin-6-oxide
Motor activity of male rats (Week 2 of recovery)



R-1050

500
400+
S 300F
Q
A
ry
z
= 200F
(]
<t
100+
o—=0 0 mg/kg
&—-—¢ 1000 mg/kg
O | 1 | { 1 i
0-10 10-20 20-30 30-40 40-50 50-60
Interval (minute)
, Fig.b A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 6H-Dibenz[c, €] [1, 2] oxaphosphorin-6-oxide
Motor activity of female rats {(Week 2 of recovery)
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Fig.7 A combined repeated-dose/reproductive-development toxicity study in rats treated

orally with 6H-Dibenz[c, e] [1, 2] oxaphosphorin-6-oxide

Body weight of female rats (Main group)
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Fig.g A combined repeated-dose/reproductive-development toxicity study in rats treated

orally with 6H-Dibenz[c, e] [1, 2] oxaphosphorin-6-oxide

Food consumption of male rats
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Food consumption of female rats (Main group)
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Table 1-1 A combined repeated-dose/reproductive-development toxicity study in rats treated
orally with 6H-Dibenz{c,elll,2]loxaphosphorin-6-oxide

Clinical signs in male rats (Administration period)

Day of administration

Dose Signs

mg/kg 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 0

100 No. of animals 12 12 12 12 12 12

No. of animals with abnormal findings 0 0 0 0 [0} 0

300 No. of animals 12 12 12 12 12 12

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

1000 No. of animals 12 12 12 12 12 12

No. of animals with abnormal findings 0 0 0 0 0 0
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Table 1-2 A combined repeated-dose/reproductive-development toxicity study in rats treated
orally with 6H-Dibenz([c,e][1,2]oxaphosphorin-6-oxide
Clinical signs in female rats during the pre-mating period (Main group)
Day of administration
Dose Signs
mg/kg 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
0 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] 1] 0 ¢} 0 0 [} 0 ] o] 0 0 0
100 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
300 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 [¢] Q 0 0 0 0
1000 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 4] 0 4] 4] 0 0 0 4] 4] (0] 0 4] 0




Table 1-3 A combined repeated—dose/reproductive—devélopment toxicity study in rats treated

orally with 6H-Dibenz[c,el(1,2]oxaphosphorin-6-oxide

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

R-1050

Administration
Dose Signs
ng/kg 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 .21 22a)
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 12 O
No. of dams with abnormal findings o o 0 o0 0 0o 0 0o 0 0 O O o0 O ©6 O 0 O O O O O
100 No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1
No. of dams with abnormal findings o o0 o o o0 0 0 0 o 0 O O 0 O © O 0 O O O0 O0 O O
300 No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1
No. of dams with abnormal findings o o o 0 o 0 0 O O 0 O O 0o O © O 0 O O O O O O
1000 No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 312 12 12 12 12 312 12 12 O
No. of dams with abnormal findings o 0 ¢ o 0 0 0 0 0 O O O 0 O 0 O 0 O O O O O

a): Gestation day
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Table 1-4 A combined repeated-dose/reproductive-development toxicity study in rats treated
orally with 6H-Dibenz[c,el{1l,2]oxaphosphorin-6-oxide

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

Administration
Dose Signs

mg/kg 0 1 2 3 4a)

0 No. of dams 12 12 12 12 12

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

100 No. of dams 12 12 12 12 12

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

300 No. of dams ' 12 12 12 12 12

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

1000 No. of dams 12 12 12 12 12

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

a): Lactation day



R-1050

Table 1-5 A combined repeated-dose/reproductive-development toxicity study in rats treated
orally with 8H-Dibenz{c,e]ll,2}oxaphosphorin-6-oxide
Clinical signs in female rats (Satellite group, administration period)
Day of administration
Dose Signs
mg/kg 1-7 8-14 15-21 22-28 29-35 36-42
0 No. of animals 10 10 10 10 10 10
No. of animals with abnormal findings 0 0 0 0 0 4]
1000 No. of animals 10 10 10 10 10 10
No. of animals with abnormal findings 0 (o] 0 0 0 0
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Table 1-6 A combined repeated-dose/reproductive-development toxicity study in rats treated
orally with 6H-Dibenz[c,ell1,2)Joxaphosphorin-6-oxide
Clinical signs in male rats (Recovery period)
Day of recovery
Dose Signs
mg/kg 1 2 3 4 5 6 T 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 o] 0 0 1 0 0 ] 0 [)) 0 0 o] 4]
Protrusion, penis 0 0 0 0 1 0 0 0 0 ] 0 0 0 0
1000 No. of animals S 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 ¢
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Table 1-7 A combined repeated~dose/reproductive—development toxicity study in rats treated
orally with 6H-Dibenz[c,e][1l,2]oxaphosphorin-68-oxide
Clinical signs in female rats (Recovery period)
Day of recovery
Dose Signs
mg/kg 1 2 3 4 5 6 7 8 9 10 11 i2 13 14
Q 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
1000 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 4] 4] 0 0- 0 4]
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Table 2-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz{c,elll,2])oxaphosphorin-6-oxide
Detailed clinical signs in male rats: home cage cobservation (Week 1 of administration)
Dose (mg/kg) 0 100 300 1000
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 6H-Dibenzic,el[1,2]oxaphosphorin-6-oxide
Detailed clinical signs in male rats: home cage observation (Week 2 of administration)
Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 iz - 12
Convulsion
None 12 12 12 12

Abnormal behavior
None

12 12 12 12
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Table 2-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz[c,e][1,2}oxaphosphorin-6-oxide
Detailed clinical signs in male rats: home cage cobservation (Week 3 of administration)
Dose (mg/kg) 0 100 300 1000
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 2-4 A combined repeated-dose/reproductive-deveiopmental toxicity study in rats treated orally
with 6H-Dibenzi{c,e][1l,2]oxaphosphorin-6-oxide
Detailed clinical signs in male rats: home cage observation (Week 4 of administration)
Dose (mg/kg) 0 100 300 1000
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 6H-Dibenz{c,el{1,2]oxaphosphorin-6-oxide
Detailed clinical signs in male rats: home cage observation (Week 5 af administration)
Dose (mg/keg) 0 100 300 1000
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 i2 12
Convulsion
None 12 12 12 12

Abnormal behavior
None

12 12 12 12
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Table 2-86 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenzi{c,el[1l,2]oxaphosphorin-6-oxide
Detailed clinical signs in male rats: home cage observation (Week 6 of administration)
Dose (mg/kg) Q 100 300 1000
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 6H-Dibenz{c,ell1,2]oxaphosphorin-6-oxide )
Detailed clinical signs in female rats: home cage observation (Main group, Week 1 of administration)
Dose (mg/Kg) 0 100 300 1000
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 i2 12
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Table 2-8 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz[c,el[l,2]oxaphosphorin-6-oxide
Detailed clinical signs in female rats: home cage observation (Main group, Week 2 of administration)
Dose (mg/kg) 0 100 300 1000
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




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

R-1050

Table 2~9
with 6H-Dibenzic,e][1,2]oxaphosphorin-6-oxide
Detailed clinical signs in female rats: home cage observation (Main group, Gestation day 1)
Dose (mg/kg) 0 100 300 1000
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 2-10 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenzic,e][1,2])oxaphosphorin-6-oxide
Detailed clinical signs in female rats: home cage observation (Main group, Gestation day 7)
Dose (mg/kg) 0 100 300 1000
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 2-11 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenzic,e][1l,2}oxaphosphorin-6-oxide
Detailed clinical signs in female rats: home cage observation (Main group, Gestation day 14)
Dose (mg/kg) 0 100 300 1000
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 i2

12
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Table 2-12 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz[c,elll,2}oxaphosphorin-6-oxide
Detailed clinical signs in female rats: home cage observation (Main group, Gestation day 20)
Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 i2
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12
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Table 2-13 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz[c,elll,2]oxaphosphorin-6-oxide
Detailed clinical signs in female rats: home cage observation (Main group, Lactation day 4)
Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 12 i2 12
Posture
Normal i2 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12
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Table 2-14 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz|[c,el{l,2loxaphosphorin-6-gxide
Detailed clinical signs in female rats: home cage observation (Satellite group, Week 1 of administration)
Dose (mg/kg) 0 1000
Parameter No. of animals 106 10
Posture
Normal 10 10
Convulsion
None 10 10
Abniormal behavior
None 10 10
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Table 2-15 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz{c,e][1,2)oxaphosphorin-6-oxide
Detailed clinical signs in female rats: home cage observation (Satellite group, Week 2 of administration)
Dose (mg/kg) 0 1000
Parameter No. of animals 10 10
Posture
Normal 10 10
Convulsion
None 10 10
Abnormal behavior
None 10 10
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Table 2-16 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz[c,el[1,2]oxaphosphorin-8-oxide
Detailed clinical signs in female rats: home cage observation (Satellite group, Week 3 of administration)
Dose (mg/kg) 0 1000
Parameter No. of animals 10 10
Posture
Normal 10 10
Convulsion
None 10 10
Abnormal behavior
None 10 10
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Table 2-17 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz[c,e][1l,2]oxaphosphorin-6-oxide
Detailed clinical signs in female rats: home cage observation (Satellite group, Week 4 of administration)
Dose (mg/kg) 0 1000
Parameter No. of animals 10 10
Posture
Normal 10 10
Convulsion
None 10 10
Abnormal behavior
None 10 10
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Table 2-~18 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz[c,ell1l,2]loxaphosphorin-6-oxide
Detailed clinical signs in female rats: home cage observation (Satellite group, Week 5 of administration)
Dose (mg/kg) 0 1000
Parameter No. of animals 10 10
Posture
Normal 10 10
Convulsion
None 10 10
Abnormal behavior
None 10 10
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Table 2-19 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz[c,e][1,2}oxaphosphorin-6-oxide
Detailed clinical signs in female rats: home cage observation (Satellite group, Week 6 of administration)
Dose (mg/kg) 0 1000
Parameter No. of animals 10 10
Posture
Normal 10 10
Convulsion
None 10 10
Abnormal behavior
None 10 10
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Table 2-20 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz[c,el[1,2)oxaphosphorin-8-oxide

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

Dose (mg/kg) (¢} 1000
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 6H-Dibenz[c,ei[1,2}oxaphosphorin-6-oxide

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

Dose (mg/kg) 0 1000
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior :
None 5 5
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Table 2-22 : A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz[c¢.e]l[1,2]oxaphosphorin-8-oxide

Detailed clinical signs in female rats: home cage observation (Week 1 of recovery}

Dose (mg/kg) 0 1000
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 5 5
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Table 2-23 A combined repeated-dose/reproductive-~developmental toxicity study in rats treated orally
with 6H-Dibenz[c,el[1,2]loxaphosphorin-8-oxide
Detailed clinical signs in female rats: home cage observation (Week 2 of recovery)
Dose (mg/kg) 1000
Parameter No. of animals 5
Posture
Normal 5
Convulsion
‘None 5

Abnormal behavior
None
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Table 2-24 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz[c,e][1,2]oxaphosphorin-6-oxide

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

Dose (mg/kg) 0 100 300 1000

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 11 12 12

Soft 0 1 0 0

Reactivity to handling
Easy 12 12 12 12




R-1050

Table 2-25 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz[c,e][1,2]oxaphosphorin-6-oxide

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

Dose (mg/kg) 0 100 300 1000

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 12 12

Reactivity to handling
Easy : 12 12 12 12
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Table 2-26 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenzlc,ell[1l,2]loxaphosphorin~6-oxide

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

Dose (mg/kg) 0 100 300 1000
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 12 12

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 6H-Dibenzic,el[1l,2]loxaphosphorin~6-~oxide

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

Dose (mg/kg) 0 100 300 1000
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 i2 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 12

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 6H~Dibenzic,e]l[l,2]oxaphosphorin-68-oxide

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

Dose (mg/kg) 0 100 300 1000
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 i2 12 12 12
Vocalization

None 12 12 12 12

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 6H-Dibenz[c,el{1l,2]loxaphosphorin-6-oxide

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

Dose (mg/kg) 0 100 300 1000
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 i2 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 12 12

Reactivity to handling
Easy 12 12 12 12
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Table 2-30 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz[c,el[1,2]oxaphosphorin~6-oxide

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

Dose (mg/kg) 0 100 300 1000
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 i2 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 i2 12 12
Vocalization

None 12 12 12 i1

Soft 0 0 0 1

Reactivity to handling
Easy 12 12 12 12
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Table 2-31 A combined repeated—dose/reproductive—developmentél toxicity study in rats treated orally
with 6H-Dibenz[c,e]l[1,2]oxaphosphorin-6-oxide

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

Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 12 12 12
Fur condition :

Normal i2 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 12 12

Reactivity to handling
Easy 12 12 12 12
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Table 2-32 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz[c,el{l,2]loxaphosphorin-6-oxide

Detailed clinical signs in female rats: in-the-hand observation (Main group, Gestation day 1)

Dose (mg/kg) [0} 100 300 1000
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 12 12

Reactivity to handling
Easy 12 12 12 12
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Table 2-33 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz[c,e][1,2]oxaphosphorin-6-oxide

Detailed clinical signs in female rats: in-the-hand observation (Main group, Gestation day 7)

Dose (mg/kg) 4} 100 300 1000
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 12 12

Reactivity to handling
Easy 12 12 12 12
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Table 2-34 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz[ec,elll,2]oxaphosphorin-6-oxide

DPetailed clinical signs in female rats: in-the-hand observation (Maim group, Gestation day 14)

Dose (mg/kg) 0 100 300 1000
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 12 12

Reactivity to handling
Easy 12 12 12 12
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Table 2-35 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz(c.,el[1,2}oxaphosphorin-6-oxide

Detailed clinical signs in female rats: in-the-hand observation (Main group, Gestation day 20)

Dose (mg/kg) 0 100 300 1000
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 i2 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 12 12

Reactivity to handling
Easy 12 12 12 12
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Table 2-36 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenzlc,e][1l,2]oxaphosphorin-6-oxide

Detailed clinical signs in female rats: in-the-hand observation (Main group, Lactation day 4)

Dose (mg/kg) 0 100 300 1000
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 i2
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 12 12

Reactivity to handling
Easy i2 12 12 12
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Table 2-37 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz(c,e][1.2)oxaphosphorin-6-oxide

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

Dose (mg/kg) 0 1000
Parameter No. of animals 10 10

Ease of removal from cage

Easy 10 10
Fur condition

Normal 10 10
Skin

Normal 10 10
Secretions-Eye, Nose

Absent 10 10
Exophthalmos

Absent 10 10
Palpebral closure

Normal 10 10
Mucosal membranes

Normal 10 10
Lacrimation

Normal 10 10
Piloerection

Absent 10 10
Pupil size

Normal 10 10
Salivation

None 10 10
Abnormal respiration

Absent 10 10
Vocalization

None 10 10

Reactivity to handling
Easy 10 10




R-1050

Table 2-38 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz[c,e]l[1,2]oxaphosphorin-6-oxide

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

Dose (mg/kg) 0 1000
Parameter No. of animals 10 10

Ease of removal from cage

Easy 10 10
Fur condition

Normal 10 10
Skin

Normal 10 10
Secretions-Eye, Nose

Absent 10 10
Exophthalmos

Absent 10 10
Palpebral closure

Normal 10 10
Mucosal membranes

Normal 10 10
Lacrimation

Normal 10 10
Piloerection

Absent 10 10
Pupil size

Normal 10 i0
Salivation

None 10 10
Abnormal respiration

Absent 10 10
Vocalization

None 10 10

Reactivity to handling
Easy 10 10




R-1050

Table 2-39 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenzic,el[1,2]oxaphosphorin-6-oxide

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

Dose (mg/kg) 0 1000

Parameter No. of animals 10 10

Ease of removal from cage

Easy 10 10
Fur condition

Normal 10 10
Skin

Normal 10 10
Secretions-Eye, Nose

Absent 10 10
Exophthalmos

Absent 10 10
Palpebral closure

Normal 10 10
Mucosal membranes

Normal 10 10
Lacrimation

Normal 10 10
Piloerection

Absent 10 10
Pupil size

Normal 10 10
Salivation

None 10 10
Abnormal respiration

Absent 10 10
Vocalization

None 10 10

Reactivity to handling
Easy 10 10




R-1050

Table 2-40 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz[c,e]l[1,2]oxaphosphorin~6~oxide

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

Dose (mg/kg) 0 1000

Parameter No. of animals 10 10

Ease of removal from cage

Easy 10 10
Fur condition

Normal 10 10
Skin

Normal 10 10
Secretions-Eye, Nose

Absent 10 10
Exophthalmos

Absent 10 10
Palpebral closure

Normal 10 10
Mucosal membranes

Normal 10 10
Lacrimation

Normal 10 10
Piloerection

Absent 10 10
Pupil size

Normal 10 10
Salivation

None 10 10
Abnormal respiration

Absent 10 10
Vocalization

None 10 10

Reactivity to handling
Easy 10 10




R-1050

Table 2-41 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz[c,el[l,2]oxaphosphorin-6-oxide

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

Dose {(mg/kg) 0 1000
Parameter No. of animals 10 i0

Ease of removal from cage

Easy 10 10
Fur condition

Normal 10 10
Skin

Normal 10 10
Secretions-Eye, Nose

Absent 10 10
Exophthalmos

Absent 10 10
Palpebral closure

Normal 10 10
Mucosal membranes

Normal 10 10
Lacrimation

Normal 10 10
Piloerection

Absent 10 10
Pupil size

Normal 10 10
Salivation

None 10 10
Abnormal respiration

Absent 10 10
Vocalization

None 10 10

Reactivity to handling
Easy 10 10




R-1050

Table 2-42 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz[c,e){1,2]oxaphosphorin-6-oxide

Detailed clinical signs in female rats: in-the-hand observation (Satellite group, Week 6 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals 10 10

Ease of removal from cage

Easy 10 10
Fur condition

Normal 10 10
Skin

Normal 10 10
Secretions-Eye, Nose

Absent 10 10
Exophthalmos

Absent 10 10
Palpebral closure '

Normal 10 10
Mucosal membranes

Normal 10 10
Lacrimation

Normal 10 10
Piloerection

Absent 10 10
Pupil size

Normal 10 10
Salivation

None 10 10
Abnormal respiration

Absent 10 10
Vocalization

None 10 10

Reactivity to handling
Easy 10 10




R-1050

Table 2-43 A combined repeated-dose/reproductive~developmental toxicity study in rats treated orally
with 6H-Dibenzic,el[l,2]oxaphosphorin-6-oxide

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

Dose (mg/kg) 0 1000

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-1050

Table 2-44 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz[c,e]l[1,2]oxaphosphorin-6-oxide

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

Dose (mg/kg) 0 1000

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-1050

Table 2-45 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz[c.ell1,2)loxaphosphorin-6-oxide

Detailed clinical signs in female rats: in-the-hand observation (Week 1 of recovery)

Dose (mg/kg)} 0 1000
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 51 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-1050

Table 2-48 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz(c,el{l,2]oxaphosphorin-6-oxide

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

Dose (mg/kg) 0 1000
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 S
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




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

with 6H-Dibenz([c,el[1,2]oxaphosphorin-6-oxide

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

R-1050¢

Dose (mg/kg) ] 0 100 300 1000

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+S5.D.) 4+ 2 5+ 2 5+ 3 5+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ O 0+ 0
Urination

None 12 11 11 11

Small amount 0 1 1 1

No significant difference in any treated groups from control group.



Table 2-48 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz[c,e][1,2]oxaphosphorin-6-oxide

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

R-1050

Dose (mg/ke) 0 100 300 1000

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 i2 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

No/minimal location 0 0 0 1

Normal 12 12 12 11
Posture

Normal 12 12 12 12
Grooming

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

None 11 10 12 12

Small amount 1 2 0 0

No significant difference in any treated groups from control group.



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

R-1050

Table 2-49
with 6H-Dibenz[c,el[1l,2]oxaphosphorin-6-oxide
Detailed clinical signs in male rats: open field observation (Week 3 of administration)
Dose (mg/kg) 0 100 300 1000

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 5+ 2 4+ 2
Defecation count (Mean+S.D.)} 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 12 10 11 12

Small amount 0 2 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 6H-Dibenz[c.e][1,2]oxaphosphorin-6-oxide

Detailed clinical signs in male rats:

open field observation (Week 4 of administration)

R-1050

Dose (mg/kg) 0 100 300 1000

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 i2 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 5+ 2 4+ 2
Defecation count (Mean+S.D.} 0+ 1 0+ 0 0+ O 0+ 0
Urination

None 12 11 9 11

Small amount 0 1 3 1

No significant difference in any treated groups from control group.



R-1050

Table 2-51 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz[c,ell1l,2]oxaphosphorin-6-oxide
Detailed clinical signs in male rats: open field observation (Week 5 of administration)
Dose (mg/kg) 0 100 300 1000
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+ 1 4+ 1 5+ 2 5+ 3
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Urination
None 12 11 9 11
3 1

Small amount 0 1

No significant difference in any treated groups from control group.



R-1050

Table 2-52 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenzl[c,e][1,2]oxaphosphorin-6-oxide
Detailed clinical signs in male rats: open field observation {(Week 6 of administration)
Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Aﬁnormal 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 4+ 2 4+ 2 4+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 12 10 10 10

Small amount o} 2 2 2

No significant difference in any treated groups from control group.



R-1050

Table 2-53 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz[c,e][1,2}oxaphosphorin-6-oxide
Detailed clinical signs in female rats: open field observation (Main group, Week 1 of administration)
Dose (mg/kg) 0 100 300 1000

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+ T+ 2 T+ 8+ 2«D
Defecation count (Mean+S.D.) 0+ 0 0+ 0O 0+ 0+ 0
Urination

None 11 11 12 11

Small amount 1 1 0 1

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



R-1050

Table 2-54 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz[c,e]l[1l,2]oxaphosphorin-6-oxide
Detailed clinical signs in female rats: open field observation (Main group, Week 2 of administration)
Dose (mg/kg) 0 100 300 1000

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+ 9+ 8+ 3 9+ 3+D
Defecation count (Mean+S$.D.) 0+ 0+ 0+ 0 0+ 0
Urination

None 11 12 12 12

Small amount 1 0 0 0

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

D : Dunnett's test



R-1050

Table 2-55 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenzlc,el{l,2]oxaphosphorin-6-oxide
Detailed clinical signs in female rats: open field observation (Main group, Gestation day 1)
Dose (mg/kg) 4] 100 300 1000

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 6+ 3 7+ 3
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 12 12 12 11

Small amount 0 0 0 1

No significant difference in any treated groups from control group.



Table 2-56 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenzfc,e){1,2]oxaphosphorin-6-oxide

Detailed clinical signs in female rats: open field observation (Main group, Gestation day 7)

R-1050

Dose (mg/kg) 0 100 300 1000

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 i2 12 i2
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) T+ 2 8+ 3 6+ 2 8+ 3
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 11 12 i2 12

Small amount 1 0 0 0

No significant difference in any treated groups from control group.



R-1050

Table 2-57 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz|[c,e}[1,2]oxaphosphorin-6-oxide

Detailed clinical signs in female rats: open field observation (Main group, Gestation day 14)

Dose (mg/kg) 0 100 300 1000

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 i2 12
Grooming

None i2 12 12 12
Rearing (Mean+S.D.) 6+ 2 6+ 1 5+ 1 7+ 3
Defecation count (Mean+S.D.) 0+ 0O 0+ 0 0+ O 0+ ¢
Urination

None 12 12 12 11

Small amount 0 0 (4} 1

No significant difference in any treated groups from control group.



Table 2-58 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz{c,ell[1,2]oxaphosphorin-6-oxide

Detailed clinical signs in female rats: open field observation (Main group, Gestation day 20)

R-1050

Dose (mg/kg) 0 100 300 1000

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+ 1 5+ 1 5+ 1 5+ 1
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 12 12 12 12

No significant difference in any treated groups from control group.



R-1050

Table 2-59 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz{c,e]l[1,2]oxaphosphorin-6-oxide )
Detailed clinical signs in female rats: open field observation (Main group, Lactation day 4)
Dose (mg/kg) 0 100 300 1000
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 i2 12 12 12
Rearing (Mean+S.D.) 6+ 1 6+ 2 7+ 1 T+ 1
Defecation count (Mean+S.D.) 0+ 0 01 0 0+ 0 0+ 0
Urination
None 12 12 12 12

No significant difference in any treated groups from control group.



R-1050

Table 2-60 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenzlc,el[1,2]loxaphosphorin-6-oxide

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

Dose (mg/kg) 0 1000

Parameter No. of animals 10 10
Arousal

Normal 10 10
Convulsion

None 10 10
Abnormal behavior

None 10 10
Stereotypy

None : 10 10
Gait

Normal 10 10
Posture

Normal 10 10
Grooming

None 10 10
Rearing (Mean+S.D.) T+ 2 6+ 3
Defecation count (Mean+S.D.) -0+ 0 0+ 0
Urination

None 10 10

No significant difference between treated group and control group.



R-1050

Table 2-61 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz{c,el[1l,2]oxaphosphorin-6-oxide

Detailed clinical signs in female rats:

open field observation (Satellite group,

Week 2 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals 10 -10
Arocusal

Normal 10 10
Convulsion

None 10 10
Abnormal behavior

None 10 10
Stereotypy

None 10 10
Gait

Normal 10 10
Posture

Normal 10 10
Grooming

None 10 10
Rearing (Mean+S.D.) 8+ 6+ 2
Defecation count (Mean+S.D.) 0+ 0+ 0
Urination

None 10 10

No significant difference between treated group and control group.



R-1050

Table 2-62 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz[c,e][1,2]oxaphosphorin-6-oxide

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

Dose (mg/kg) 0 1000

Parameter No. of animals 10 10
Arousal

Normal 10 10
Convulsion

None 10 10
Abnormal behavior

None 10 10
Stereotypy

None 10 10
Gait

Normal 10 10
Posture

Normal 10 10
Grooming

None 10 10
Rearing (Mean+S.D.) 8+ 2 7+ 3
Defecation count (Mean+S$.D.) 0+ 0 0+ 0
Urination

None 10 10

No significant difference between treated group and control group.



R-1050

Table 2-63 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz[c,el[1,2]oxaphosphorin-68-oxide
Detailed clinical signs in female rats: open field observation (Satellite group, Week 4 of administration)
Dose (mg/kg) 0 1000
Parameter No. of animals 10 10
Arousal
Normal 10 10
Convulsion
None 10 10
Abnormal behavior
None 10 10
Stereotypy
None 10 10
Gait
Normal 10 10
Posture
Normal 10 10
Grooming
None 10 10
Rearing (Mean+S.D.) 9+ 2 T+ 4
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination
None 10 10

No significant difference between treated group and control group.



R-1050

Table 2-64 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz(c,e][1,2]oxaphosphorin-6-oxide

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

Dose (mg/kg) 0 1000

Parameter No. of animals 10 10
Arousal

Normal 10 10
Convulsion

None 10 10
Abnormal behavior

None 10 10
Stereotypy

None 10 10
Gait

Normal 10 10
Posture

Normal 10 10
Grooning

None 10 i0
Rearing (Mean+S.D.) 9+ 2 7+ 3
Defecation count (Mean+S$.D.) 0+ 0 0+ 0
Urination

None 10 10

No significant difference between treated group and control group.



R-1050

Table 2-65 : A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz[c,el[1,2]oxaphosphorin-6-oxide

Detailed clinical signs in female rats:

open field observation (Satellite group, Week 6 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals 10 10
Arousal

Normal 10 10
Convulsion

None 10 10
Abnormal behavior

None 10 10
Stereotypy

None 10 10
Gait

Normal 10 10
Posture

Normal 10 10
Grooming

None 10 10
Rearing (Mean+S.D.} 10+ 3 8+ 4
Defecation count (MeantS.D.) 0+ 0+ 0
Urination

None 10 10

No significant difference between treated group and control group.



Table 2-66 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz[c,e][1,2]oxaphosphorin-6-oxide

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

R-1050

Dose (mg/kg) 0 1000

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.) 5+ 2 6+ 2
Defecation count (Mean+S.D.) 0+ O 0+
Urination

None 5 5

No significant difference between treated group and controcl group.



Table 2-67 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenzic,el(1l,2)oxaphosphorin-6-~oxide

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

R-1050

Dose (mg/kg) 0 1000

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.) 4+ 2 6+ 2
Defecation count {(Mean+S.D.)} 0+ O 0+ 0
Urination

None 5 5

No significant difference between treated group and control group.



Table 2-68 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz[c,ell1,2}oxaphosphorin-6-oxide

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

R-1050

Dose (mg/kg) 0 1000

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.) 9+ 2 8+
Defecation count (Mean+S.D.) 0+ 0 0+
Urination

None 5 4

Small amount 0 1

No significant difference between treated group and control group.



R-1050

Table 2-69 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz{c,ell1l,2]oxaphosphorin-6-oxide

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

Dose (mg/kg) 0 1000

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.) T+ 2 T+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 5 5

No significant difference between treated group and control group.



R~1050

Table 2-70 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz{c,e)[1,2]Joxaphosphorin-6-oxide

Manipulative test of male rats (Week 6 of administration)

Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 5 5 5 5
Auditory response

Normal 5 5 5 5
Approach response

Normal 5 5 5 5
Touch response

Normal ] 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+ O 0+ 0 0+ 0

Landing foot splay {(mm: Mean+S.D.) 73+20 69+17 68+24 85+27

No significant difference in any treated groups from control group.
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Table 2-T1 A combined repeated-dose/reproductive-developmental tox1c1ty study in rats treated orally
with 6H-Dibenz[c,e][1,2]oxaphosphorin-6-oxide
Manipulative test of female rats (Main group, Lactation day 4)
Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 5 5 5] 5
Auditory response
Normal 5 5 5 5
Approach response
Normal 5 5 5 5
Touch response
Normal S5 5 S5 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+ 0O 0+ O
Landing foot splay (mm: Means+S.D.) 72+28 61+ 9 57+ 6 61+10

No significant difference in any treated groups from control group.
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Table 2-72 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz[c,e]f{1l,2]loxaphosphorin-6-oxide

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

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Auditory response

Normal 5 5
Approach response

Normal S 5
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.) 58+18 61+11

No significant difference between treated group and control group.
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Table 2-73 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenzlc,el[1,2]oxaphosphorin-6-oxide

Manipulative test of male rats (Week 2 of recovery)

Dose (mg/kg) 0 1000

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 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.) 90+13 86+25

No significant difference between treated group and control group.
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Table 2-74 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz[c,el[1,2]oxaphosphorin-6-oxide

Manipulative test of female rats (Week 2 of recovery)

Dose (mg/kg) 0 1000

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 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.) 66+16 68+20

No significant difference between treated group and control group.
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Table 2-75 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz[c,el[1,2]oxaphosphorin-6-oxide

Grip strength of male rats (Week 6 of administration)

Dose Fore limb Hind 1limb
mg/kg g g
0 No. 5 5
Mean 1242 895

S.D. 174 182

100 No. 5 5
Mean 1052 919

S.D. 127 79

300 No. 5 5
Mean 1091 801

S.D. 196 77

1000 No. 5 5
Mean 1191 910

S.D. 58 94

No significant difference in any treated groups from control group.
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Table 2-78 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz[c,el[1,2]oxaphosphorin-6-oxide

Grip strength of female rats (Main group, Lactation day 4)

Dose Fore 1limb Hind limb
mg/kg g g
0 No. 5 5
Mean 1077 766

S.D. 112 82

100 No. 5 5
Mean 1120 805

S.D. 119 138

300 No. 5 5
Mean 1026 684

S.D. 113 86

1000 No. 5 5
Mean 1007 797

$.D. 62 89

No significant difference in any treated groups from control group.
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Table 2-77 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz[c,e]l1l,2]oxaphosphorin-6-oxide
Grip strength of female rats (Satellite group, Week 6 of administration)
Dose Fore limb Hind 1limb
mg/kg g g
0 No. 5 5
Mean 927 664
S.D. 53 60
1000 No. 5 5
Mean 961 675
S.D. 134 108

No significant difference between treated group and control group.
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Table 2-78 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-~Dibenzl[c,e}[1,2]loxaphosphorin-6-oxide
Grip strength of male rats (Week 2 of recovery)
Dose Fore 1limb Hind limb
mg/kg g e
0 No. 5 5
Mean 1425 992
S.D. 272 54
1000 No. 5 5
Mean 1261 1068
S§.D. 162 129

No significant difference between treated group and control group.
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Table 2-79 A combined repeated-dose/reproductive-~developmental toxicity study in rats treated orally
with 6H-Dibenz[c,e][1l,2]oxaphosphorin-6-oxide
Grip strength of female rats (Week 2 of recovery)
Dose Fore 1limb Hind limb
mg/kg g g
0 No. 5 5
Mean 993 759
S.D. 88 56
1000 No. 5 5
Mean 1022 768
S.D. 211 98

No significant difference between treated group and control group.
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Table 2-80 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz(c,ell[l,2]oxaphosphorin-6-oxide
Motor activity of male rats (Week 6 of administration)
Interval (minutes)
Dose
mg/kg 0-10 10-20 20-30 30-40 40-50 50-60 Total (0-60)
0 No. 5 5 5 5 5 5 51
Mean 441 361 278 168 138 197 1582
S.D. 42 55 95 95 85 121 292
100 No. 5 5 5 5 5 5 5
Mean 444 381 245 196 196 166 1628
S.D. 39 76 156 157 125 144 586
300 No. 5 5 5 5 5 5 5
Mean 450 337 246 199 191 203 1626
S.D. 19 96 126 149 166 134 596
1000 No. 5 5 5 5 5 5 5
Mean 437 360 245 204 169 127 1542
S.D. 39 85 143 157 106 168 514

Unit : Count
No significant difference in any treated groups from control group.
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Table 2-81 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz(c,el[l,2]oxaphosphorin-6-oxide
Motor activity of female rats (Main group, Lactation day 4)
Interval (minutes)
Dose
mg/kg 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 384 210 140 91 80 8 914
s.D. 90 153 93 111 44 6 346
100 No. 5 5 5 5 5 5 5
Mean 335 133 35 25 67 31 626
S.D. 59 90 34 14 94 47 281
300 No. 5 5 5 5 5 5 5
Mean 288 152 103 93 72 12 721
S.D. 72 123 121 122 99 8 500
1000 No. 5 5 5 5 5 5 5
Mean 384 203 132 190 179 123 1211
S.D. 61 154 136 137 120 156 560

Unit : Count
No significant difference in any treated groups from control group.
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Table 2-82 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 8H-Dibenzc,el(1,2]oxaphosphorin-6-oxide

Motor activity of female rats (Satellite group, Week 6 of administration)

Interval (minutes)

Dose
mg/kg 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 432 376 316 243 134 118 1618
S.D. 16 39 65 133 116 142 430
1000 No. 5 5 5 5 5 5 S
Mean 395 369 314 215 149 100 1542
S.D. 38 31 52 150 154 140 416

Unit : Count
No significant difference between treated group and control group.
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Table 2-83 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz[c,el[1,2]oxaphosphorin-6-oxide
Motor activity of male rats {Week 2 of recovery)
Interval (minutes)
Dose
mg/kg 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 400 326 219 100 77 72 1194
S.D. 586 52 111 20 58 44 79
1000 No. 5 5 5 5 5 5 5
Mean 415 371 255 230us 186+ 158 1624 %%
S.D. 50

40 104 55AT 69T 150 219AT

Unit : Count

# : p<0.05 ; #+ : p<0.01
T: Student’'s t-test

AT: Aspin-Welch t-test

(Significant difference from control group)
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Table 2-84 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz(c,el[1,2]oxaphosphorin-6-oxide

Motor activity of female rats (Week 2 of recovery)

Interval (minutes)

Dose
mg/kg 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)
0 No. 5 5 5 5 S 5 5
Mean 409 322 275 212 203 235 1657
S.D. 31 59 62 60 148 132 417
1000 No. 5 5 5 5 5 5 5
Mean 399 298 227 216 267 255 1662
S.D. 45 76 176 125 84 89 412

Unit : Count
No significant difference between treated group and control group.
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Table 3-1 A combined repeated-dose/reproductive-development toxicity study in rats treated
orally with 6H-Dibenz{c,ell1l,2]loxaphosphorin-6-oxide

Body weight of male rats (Administration period)

Day of administration

Dose Gain
mg/kg 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 384 398 413 430 447 453 469 481 500 511 526 531 539 155
S.D. 15 18 21 22 24 23 26 28 31 32 32 32 31 24
No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
100 Mean 384 399 413 426 441 447 458 471 486 497 510 519 525 141
S§.D. 12 13 14 18 17 18 17 18 17 18 19 18 16 15
No. 12 12 12 12 12 - 12 12 12 12 12 12 12 12 12
300 Mean 383 399 414 428 444 447 463 475 491 500 514 520 528 145
S.D. 13 14 16 16 18 19 20 22 23 25 25 26 24 13
No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 Mean 385 398 411 422 434 438 450 458» 472+# 480» 495#+ 497w 505n+ 120%~
S.D. 13 15 16 18 19 18 21 19D 22D 22D 23D 23D 23D 14D
Unit: g

No.: No. of animals
#: p<0.05; w#%: p<0.01 (Significant difference from control group)
D: Dunnett's test
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Table 3-2 A combined repeated-dose/reproductive-development toxicity study in rats treated
orally with 6H-Dibenz[c,e][1,2]oxaphosphorin-6-oxide

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

Day of administration

Dose Gain
mg/kg 1 4 8 11 15 1-15
No. 12 12 12 12 12 12
0 Mean 235 242 248 251 256 21
S.D. 13 11 12 14 16 6
No. 12 12 12 12 12 12
100 Mean 237 243 249 253 259 22
S.D. 11 13 12 12 11 7
No. 12 12 12 12 12 12
300 Mean 234 241 250 253 259 26
S.D. 11 14 16 15 17 9
No. 12 12 12 12 12 212
1000 Mean 238 243 249 256 261 24
S.D. 15 13 14 16 16 6

Unit: g

No.: No. of animals
No significant difference in any treated groups from control group
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Table 3-3 A combined repeated-dose/reproductive-development toxicity study in rats treated
. orally with 6H-Dibenzlc,e][1,2]oxaphosphorin-6-oxide

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

Administration

Dose Gain
mg/kg 0 4 7 11 14 17 20a) 0-20
No. 12 12 12 12 12 12 12 12

0 Mean 260 282 295 318 332 366 411 152
S.D. 16 14 15 14 16 20 24 19

No. 12 12 12 12 12 12 12 12

100 Mean 268 288 298 319 333 362 406 138
S.D. 12 13 13 17 17 18 22 16

No. 12 12 12 12 12 12 12 12

300 Mean 267 287 297 318 333 365 410 142
S.D. 16 17 17 19 22 25 26 14

No. 12 12 12 12 12 12 12 12

1000 Mean 263 281 291 312 324 353 395 132#
S.D. 16 15 17 16 19 23 25 20D

Unit: g

No.: No. of dams

a): Gestation day

#: p<0.05 (Significant difference from control group)
D: Dunnett's test
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Table 3-4 A combined repeated-dose/reproductive-development toxicity study in rats treated
orally with 6H-Dibenz[c,elll,2]loxaphosphorin-6-oxide
Body weight of dams during the lactation period (Main group)
Administration
Dose ————— Gain
ng/kg 0 4a) 0-4
No. 12 12 12
0 Mean 317 323 5
S.D. 25 21 14
No. 12 12 12
100 Mean 315 322 7
S.D. 27 21 20
No. 12 12 12
300 Mean 322 330 8
S.D. 28 18 16
No. 12 12 12
1000 Mean 305 323 18
S.D. 23 20 13
Unit: g
No.: No. of dams

a): Lactation day

No significant difference in any treated groups from control group
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Table 3-5 A combined repeated-dose/reproductive-development toxicity study in rats treated
orally with 6H-Dibenz{c,e][1,2)oxaphosphorin-6-oxide
Body weight of female rats (Satellite group, administration period)
Day of administration
Dose Gain
mg/kg 1 4 8 11 15 18 22 25 29 32 36 39 42 1-42
No. 10 10 10 10 10 10 10 10 10 10 10 10 10 10
0 Mean 236 241 246 250 256 261 265 270 273 276 278 283 287 52
S.D. 12 13 14 16 17 16 15 16 15 17 16 16 16 8
No. 10 10 10 10 10 10 10 16 10 10 10 10 10 10
1000 Mean 234 242 248 253 258 259 260 264 269 274 279 278 277 43
S.D. 13 13 15 15 17 15 15 16 17 18 20 16 21 14
Unit: g
No.: No. of animals

No significant difference between treated group and control group
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Table 3-6 A combined repeated-dose/reproductive-development toxicity study in rats treated
orally with 6H-Dibenz[c,e](1,2]loxaphosphorin-6~oxide

Body weight of male rats (Recovery period)

Day of recovery

Dose Gain
mg/kg 1 4 8 11 14 1-14
No. 5 5 5 5 5 5
0 Mean 555 558 568 574 573 19
S.D. 27 29 27 29 29 11
No. 5 5 5 5 5 5
1000 Mean 506% 510= 518+ 526# 530+ 24
S.D. 20T 20T 21T 22T 21T 10

Unit: g

No.: No. of animals

a): Day of administration

#: p<0.05 (Significant difference from control group)
T: Student’'s t-test
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Table 3-7 A combined repeated-dose/reproductive-development toxicity study in rats treated
orally with 6H-Dibenzl(c,el[1,2]oxaphosphorin-6-oxide
Body weight of female rats (Recovery period)
Day of recovery
Dose Gain
mg/keg 1 4 8 11 14 1-14
No. 5 5 S 5 5 5
0 Mean 287 287 289 288 288 1
S.D. 18 17 17 16 i3 10
No. 5 5 5 S5 5 S5
1000 Mean 283 280 283 288 294 11
S.D. 18 21 21 22 20 5
Unit: g
No.: No. of animals

a): Day of administration

No significant difference between treated group and control group
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Table 4-1 A combined repeated-dose/reproductive-development toxicity study 1n rats treated
orally with 6H-Dibenz[c,ell[1l,2]loxaphosphorin-6-oxide

Food consumption of male rats (Administration period)

Day of administration

Dose
mg/kg 1 4 8 11 15 32 36 39 42
No. 12 12 12 12 12 12 12 12 12
0 Mean 27 27 25 25 25 24 24 23 23
S.D. 2 3 3 3 3 3 2 3 2
No. 12 12 12 12 12 12 12 12 12
100 Mean 28 27 24 24 23 23 22 23 22
S.D. 2 3 2 3 2 2 2 2 3
No. 12 12 12 12 12 12 12 12 12
300 Mean 26 26 24 25 25 23 23 24 23
S.D. 3 3 3 2 3 3 3 3 3
No. 12 12 12 12 12 12 12 12 12
1000 Mean 26 26 24 25 25 24 25 24 25
S.D. 2 3 2 2 3 1 3 2 2

Unit g/rat/day
No.: No. of animals
No significant difference in any treated groups from control group
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Table 4-2 A combined repeated-dose/reproductive-development toxicity study in rats treated
orally with 6H-Dibenz{c,e][1,2]loxaphosphorin-6-oxide

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

Day of administration

Dose
mg/kg 1 4 8 11 15
No. 12 12 12 12 12
0 Mean 18 18 18 18 17
S.D. 3 1 2 2 2
No. 12 12 12 12 12
100 Mean 19 18 17 16 16
S.D. 2 2 3 2 2
No. 12 12 12 12 12
300 Mean 18 18 18 18 17
S.D. 3 2 2 2 3
No. 12 12 12 12 12
1000 Mean 18 16 16 19 20%*
S.D. 4 2 3 2 1D

Unit: g/rat/day

No.: No. of animals

#»: p<0.01 (Significant difference from control group)
D: Dunnett's test
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Table 4-3 A combined repeated-dose/reproductive-development toxicity study in rats treated
orally with 6H-Dibenz[c,e][1,2]loxaphosphorin-6-oxide
Food consumption of dams during the gestation period (Main group)
Administration
Dose
mg/kg 1 4 7 11 14 17 20a)
No. 12 12 12 12 12 12 12
0 Mean 17 20 22 22 22 27 20
S.D. 3 1 2 3 4 3 3
No. 12 12 12 12 12 12 12
100 Mean 17 21 21 22 22 24 18
S.D. 3 3 3 4 4 3 3
No. 12 12 12 12 12 12 12
300 Mean 18 22 23 24 24 25 20
S.D. 3 3 4 4 4 4 2
No. 12 12 12 12 12 12 12
1000 Mean 19 20 23 22 23 25 20
S.D. 4 2 3 2 3 4 4

Unit: g/rat/day
No.: No. of dams
a): Gestation day

No significant difference in any treated groups from control group
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Table 4-4 A combined repeated-dose/reproductive-development toxicity study in rats treated
orally with 6H-Dibenz[c,e][1,2]oxaphosphorin-6-oxide
Food consumption of dams during the lactation period (Main group)
Administration
Dose —
mg/kg 2 4a})
No. 12 12
0 Mean 19 33
S.D. 5 4
No. 12 12
100 Mean 18 37
S.D. 9 9
No. 12 12
300 Mean 22 37
S.D. 8 5
No. 12 12
1000 Mean 26 42% %
S.D. 5 6D

Unit: g/rat/day
No.: No. of dams
a): Lactation day

#%: p<0.01 (Significant difference from control group)

D: Dunnett's test
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Table 4-5 A combined repeated-dose/reproductive-development toxicity study in rats treated
orally with 6B-Dibenzfc,e]{l,2]oxaphosphorin~6~oxide
Food consumption of female rats (Satellite group, administration period)
Day of administration
Dose
mg/kg 1 4 8 11 15 32 36 39 42
No. 10 10 i0 10 10 10 10 10 10
0 Mean 18 18 17 16 16 14 15 16 16
S.D. 4 2 3 3 3 3 2 2 3
No. 10 10 10 10 10 16 10 10 10
1000 Mean 17 18 18 20= 18+ 17« 18#« 17 14
S.D. 3 2 3 3T 2T 2T 27 2 2

Unit: g/rat/day

No.: No. of animals

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

#: p<0.05;
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Table 4-6 A combined repeated-dose/reproductive-development toxicity study in rats treated
orally with 6H-Dibenz{c,el[1,2]oxaphosphorin-6-oxide
Food consumption of male rats {(Recovery period)
Day of recovery
Dose -
mg/kg 1 4 8 11 14
No. 5 5 S5 5 5
0 Mean 22 28 29 30 27
S.D. 2 3 1 3 3
No. 5 5 5 5 5
1000 Mean 25 30 30 31 29
S.D. 3 3 2 3 4

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

No.: No.
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Table 4-7 A combined repeated-dose/reproductive-developmént toxicity study in rats treated
orally with 6H-Dibenzlc,el[1,2]oxaphosphorin-6-oxide
Food consumption of female rats (Recovery period)
Day of recovery
Dose
mg/kg 1 4 8 11 14
No. 5 5 5 5 5
0 Mean 16 19 18 18 17
S.D. 1 3 2 2 3
No. 5 5 5 5 5
1000 Mean 186 19 18 21 21
S.D. 3 2 2 2 2

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

No.: No.
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Table 5-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz([c,e]l[1,2]loxaphosphorin-6-oxide
Urinalysis of male rats (Week 6 of administration)
1) 2) 3)
pH Protein Ketone body Glucose
Dose No.
mg/kg 5.0 5.5 6.06.,57.07.58.08.5 9.0 — 4= 4 ke okt — =+ At b B e A s T
0 5 0 0 0 0 o] 1 3 1 0 0 2 3 0 0 0 1 2 2 0 ¢ 0 5 0 0 0 0
100 5 0 0 0 1 0 2 1 0 1 O 0 5 0 O 0 0 2 3 0 0 0 5 0 0 0 0
300 5 0 0 0 0 2 0 0 2 1 0O 0 2 3 0 0 0 0 4 1 0 0 5 0 0 0 0
1000 5 0 0 0 0 2 1 1 1 0 0 2 3 0 0 0 i 2 2 0 0 (4} 5 ¢ 0 0 0
1) : <10 mg/dL +- 1 10 - 25 mg/dL + 1 26 - 85 mg/dL ++ : 86 - 250 mg/dL +4+ 251 - 800 mg/dL 4+t >600 mg/dL
2) : <5 mg/dL +- 1 5 - 7.5 mg/dL + ¢ 7.6 - 30 mg/dL ++ : 31 - 70 mg/dL +++ 71 - 125 mg/dL e+t >125 mg/dL
3) <30 mg/dL +- : 30 - 80 mg/dL + > 61 - 125 mg/dL ++ ; 126 - 250 mg/dL Farae 251 - 750 mg/dL e+t >750 mg/dL
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Table 5-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz[c,e][1l,2]oxaphosphorin-6-oxide
Urinalysis of male rats (Week 6 of administration)
4) 5) 6) )
Occult blood Bilirubin Urobilinogen Color
Dose No.
mg/ke T T Y ey R T S A R Y N T LY Y DY
0 5 3 1 1 0 0 5 0 0 0 5 0 0 0 0 0 5 0
100 5 4 1 0 0 0 4 1 0 O 4 1 0 O 0 0 5 0
300 5 5 0 0 0 O 5 0 0 0 1 3 1 0 0 0 5 O
1000 5 5 0 0 0 O 5 0 0 O 5 0 0 0 0 0 5 0
4) - 1 <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
5) - : <0.5 mg/dL + : 0.5 - 1.5 mg/dL  ++ 1.6 - 5.0 mg/dL +++ : 5.1 - 10.0 mg/dL ++++ >106.0 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 ++++ >12.0 mg/dL
7) LY : Light yellow Y : Yellow DY : Dark yellow



Table 5-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 6H-Dibenz{c,e][1l,2]oxaphosphorin-6-axide

Urinalysis of male rats (Week 6 of administration)

R-1050

URINE SEDIMENT

CRYSTALLIZATION
RBC WBC SEC SREC Cast PS Cco
Dose No.
mg/kg — 4= 4+ 4+ +++ - 4= 4+ 4+ 4+ - 4= 4 4d EE4+ — = 4 e - - += o+ 4+t -+ A
0 5 S 0 0 0 o0 5 0 0 0 O 0 5 0 0 0 5 0 0 0 O 5 0 3 2 0 O 0O 0 0 O
100 5 5 0 0 0 O 5 0 0 0 O 0O 5 0 0 O 5 0 0 0 0 5 0 5 0 0 O 0O 0 0 O
300 5 5 0 0 0 O 5 0 0 0 O o 5 0 0 O 5 0 0 0 O S 0 1 4 0 O 0O 0 0 O
1000 5 5§ 0 0 0 O 5 0 0 0 O 0O 5 0 0 O 5 0 0 0 O 5 0 3 2 0 O 0O 0 0 O
SEC : Sguamous Epithelial Cell - : Negative
SREC : Small Round Epithelial Cell +~ : Slight
PS : Phosphate Salts + : Mila
Co : Calcium Oxalate ++ : Moderate

+++ 1 Severe
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Table 5-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz[c,el{l,2]oxaphosphorin-6-oxide

Water intake and urinalysis (Week 6 of administration)

Male

Water Urine Osmolality

Dose No. intake volume
mg/kg mL/24h mL/24h mOsm/kg
0 5 Mean 42 16.7 1734
S.D. 9 6.8 428
100 5 Mean 43 14.2 1422
S.D. 5 5.7 357
300 5 Mean 38 12.8 1834
S.D. 7 4.3 545
1000 5 Mean 52 16.7 1749
S.D. 6 3.2 418

No significant difference in any treated groups from control group.



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

with 6H-Dibenzlc,el[1,2]oxaphosphorin-6-oxide

Urinalysis of female rats (Satellite group, Week 6 of administration)

R-1050

1) 2) 3)

pH Protein Ketone body Glucose
Dose No.
mg/kg 5.0 5.5 6.0 6.5 7.0 7.5 8.0 8.5 9.0 — 4= 4+ 4 Ed b — = 4 +d AEE ~ e 4 At A

0 5 o] 0 1 0 3 0 0 1 0 1 2 1 1 0 0 2 1 2 0 0 0 5 0 0 0 ¢ 0

1000 5 0 [} 0 2 2 1 0 o} 0 2 1 2 0 0 0 3 2 0 0 O 0 5 0 0 0 0 Q
1) - : <10 mg/dL +- : 10 - 25 mg/dL + : 26 - 85 mg/dL ++ : 86 - 250 mg/dL 4t 251 - 600 mg/dL ++++ : >6800 mg/dL
2) - : <5 mg/dL +- ¢ 6 - 7.5 mg/dL + : 7.6 - 30 mg/dL ++ 1 31 - 70 mg/dL +4 4+ 71 - 125 mg/dL +Ht >125 mg/dL
3) - : <80 mg/dL +- : 30 - 60 mg/dL + ! 81 - 125 mg/dL ++ 1 126 - 250 mg/dL ++4 251 - 750 mg/dL ++4 >750 mg/dL
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Table 5-6 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz{c,el[1,2)oxaphosphorin-6-oxide
Urinalysis of female rats (Satellite group, Week 6 of administration)
4) 5) 7)
Occult blood Bilirubin Urobilinogen Color
Dose No.
mg/kKg . - +— o+t 4+ - o At A = A dEd A LY Y DY
0 S 5 0 0 5 0 0 O 3 2 ¢ ¢ 0 5 O
1000 5 5 0 o] 5 0 0 O 3 2 0 0O 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
5) - <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 ++++ >12.0 mg/dL
7) LY : Light yellow Y : Yellow DY : Dark yellow
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Table 5-7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 6H-Dibenz(c,e][1l,2]oxaphosphorin-6-oxide

Urinalysis of female rats (Satellite group, Week 6 of administration)

URINE SEDIMENT
CRYSTALLIZATION
RBC WBC SEC SREC PS co
Dose No.
mg/kg - = 4+ e+ e+ - 4=+ 4 4 - 4=+ 4 A+ - %= o+t A+ - = 4 A R
0 5 5 0 0 0 O 5 0 0 0 O 0 5 0 0 O 5 0 0 0 O 1 4 0 0 0 5 0 0 0 0

1000 5 5 0 0 0 O 5 0 0 0 O 0 5 0 0 © 5 0 0 0 O 0 5 0 0 O 5 0 0 0 0

SEC : Squamous Epithelial Cell
SREC : Small Round Epithelial Cell
PS : Phosphate Salts

Cco : Calcium Oxalate

- -

++
+++

Negative
Slight

: Mild
: Moderate

Severe
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Table 5-8 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenzic,ej[1,2]oxaphosphorin-6-oxide
Water intake and urinalysis (Satellite group, Week 6 of administration}
Female
Water Urine Osmolality
Dose No. intake volume
mg/keg mL/24h mL/24h mOsm/kg
0 5 Mean 30 8.5 1876
S.D. 8 4.3 531
1000 5 Mean 32 8.7 2015
S.D. 9 4.4 465

No significant difference between treated group and control group.
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Table 5-9 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H—Dibenz[c.e][l,2]oxaphosphorin-6~oxide
Urinalysis of male rats (Week 2 of recovery)
1) 2) 3)
pH Protein Ketone body Glucose
Dose No.
mg/keg 5.0 5.5 6.0 6.5 7.0 7.5 8.0 8.5 9.0 = de 4 4 b b - de b 4 b4 4 44 e A bbbt
0 5 0 0 0 0 1 0 0 2 2 0 1 0 1 2 2 ¢ O 5 0 0 0 0
1000 5 0 o] 4] 3 2 0 0 3 2 0 0 0 2 2 1 0 O 5 0 0 0 0
1) <10 mg/dL - 10 - 25 mg/dL 26 - 85 mg/dL ++ 86 - 250 mg/dL +++ 1 251 - 600 mg/dL ) >600 mg/dL
2) <5 mg/dL +- 5 - 7.5 mg/dL 7.6 - 30 mg/dL ++ : 31 - 70 mg/dL +H+ 71 - 125 mg/dL +4 >125 mg/dL
3) <30 mg/dL +- 30 - 60 mg/dL 61 - 125 mg/dL ++ 126 - 250 mg/dL 4+ 251 - 750 mg/dL a4+ >750 mg/dL
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Table 5-10 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz[c,e]{1,2]oxaphosphorin-6-oxide
Urinalysis of male rats (Week 2 of recovery)
4) 5) 8) 7)
Occult blood Bilirubin Urobilinogen Color
Dose No. _—
ng/kg — =+ e+ 4 — 4 e b+ F 4+ R S S L LY Y by
0 5 3 2 0 0 O 5 0 0 O 4 1 ¢ 0 0 5 0
1000 5 5 0 0 0 0 5 0 0 O 4 1 0 0 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
5) - : <0.5 mg/dL +:0.56 - 1.5mg/dL. ++ : 1.6 - 5.0 mg/dL +++ : 5.1 - 10.0 mg/dL ++++ : >10.0 mg/dL
6) +- : <2.0 mg/dL + : 2.0 - 3.5 mg/dL ++ : 3.6 - 7.0 mg/dL +++ : 7.1 - 12.0 mg/dL ++++ >12.0 mg/dL
7) LY : Light yellow Y : Yellow DY : Dark yellow
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Table 5-11 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 6H-Dibenz[c,e]l[1l,2]oxaphosphorin-6-oxide

Urinalysis of male rats {(Week 2 of recovery)

URINE SEDIMENT
CRYSTALLIZATION
RBC WBC SEC SREC Cast PS Cco
Dose No.
mg’/kg - +=- 4+ e - - + 44 444 - 4 + ++ +++ - 4= + 44+ 4+ R + - - 4+ 4 e+ - += 4+ 4 4+
0 5 5 0 0 0 O 5 0 0 0 O 0 5 0 0 O 5 0 0 0 O S 0 0 2 2 1 0 0 5 0 0 0 0

1000 5 5 0 0 0 0 5 0 0 0 0 0O 5 0 0 O 5 0 0 0 0 5 0 O 0 4 1 0 0 5§ 0 0 0 0
SEC : Squamous Epithelial Cell - : Negative
SREC : Small Round Epithelial Cell +- ¢ Slight
PS : Phosphate Salts + : Mild
Cco : Calcium Oxalate ++ : Moderate

+4 4

Severe
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Table 5-12 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz[c,e][1,2]oxaphosphorin-6-oxide
Water intake and urinalysis (Week 2 of recovery)
Male
Water Urine Osmolality
Dose No. intake volume
mg/kg mL/24h mL/24h mosm/kg
0 5 Mean 48 17.4 2036
S.D. 12 7.9 503
1000 5 Mean 50 16.9 1937
S.D. 5 2.7 177

No significant difference between treated group and control group.



N
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Table 5-13 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 6H-Dibenz[c,e][1,2]oxaphosphorin-6-oxide

Urinalysis of female rats (Week 2 of recovery)

1) 2) 3)
pH Protein Ketone body Glucose
Dose No.
mg/kg 5.0 5.5 6.06.57.07.58.08.59.0 — e b et At b - = 4t At I s
0 5 0 1 3 0 0 2 3 0 0 ¢ 2 3 0 0 5 0 0 0 0

1000 5 0 0 0 1 1 0O 1 4 0 ¢ 1 2 2 0 5 0 0 0 ¢
kD) <10 mg/dL - 10 - 25 mg/dL 26 - 85 mg/dL ++ 86 - 250 mg/dL ++4 251 - 600 mg/dL 44 >600 mg/dL
2) <5 mg/dL +- 1 b ~ 7.5 mg/dL 7.6 - 30 mg/dL ++ 31 - 70 mg/dL . 71 - 125 mg/dL +H++ >125 mg/dL
3) <30 mg/dL +- : 30 - 60 mg/dL 61 - 125 mg/dL 4 126 - 250 mg/dL . 251 - 750 mg/dL 4 >750 mg/dL
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Table 5-14 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz[c,e](1,2]oxaphosphorin-6-oxide
Urinalysis of female rats (Week 2 of recovery)
4) 5) 6) )
Occult blood Bilirubin Urcbilinogen Color
Dose No.
mg/ke - d= 4 A4 4 - 4 bt ke b EE I I A T T e LY Y DY
0 5 5 0 0 0 O 5 0 0 0 0 5 0 0 0 0 0O 5 ©
1000 5 5 0 0 0 0 5 0 0 0 0 2 3 0 0 0 0 5 0
4) - : <0.03 mg/dL - 1 0.083 - 0.05 mg/dL + 0.06 - 0.15 mg/dL ++ 0.16 - 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 +++ 5.1 - 10.0 mg/dL ++++ >10.0 mg/dL
6) +~ : <2.0 mg/dL + : 2.0 - 3.5 mg/dLL ++ : 3.6 - 7.0 mg/dL +++ 7.1 - 12.0 mg/dL ++++ >12.0 mg/dL
7) LY : Light yellow Y : Yellow DY : Dark yellow
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Table 5-15 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 6H-Dibenz{c,elll,2]oxaphosphorin-6-oxide

Urinalysis of female rats (Week 2 of recovery)

URINE SEDIMENT
CRYSTALLIZATION
RBC WBC SEC SREC Cast PS Cco
Dose No.
mg/kg - += + 4+ 4 - 4= + e+ 4 - 4+~ 4 - ke 4 At - +- o+ - = 4+ 4+ 4 - - + 4+ 4+
0 5 5 0 0 0 0 5 0 0 0 O 0O 5 0 0 0 5 0 0 0 ¢ 5 0 0 2 1 2 0 O 5 0 0 0 O

1000 5 5 0 0 0 0 5 0 ‘0 0 0 0 5 0 0 O 5 0 0 0 0 5 0 0 1 4 0 0 O 5 0 0 0 O
SEC Squamous Epithelial Cell - : Negative
SREC Small Round Epithelial Cell +- : Slight
PS Phosphate Salts + : Mild
co Calcium Oxalate

++ : Moderate

+++

Severe
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Table 5-16 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz[c,elll,2]oxaphosphorin-6-oxide
Water intake and urinalysis (Week 2 of recovery)
Female
Water Urine Osmolality
Dose No. intake volume
mg/kg mL./24h ml./24h mOsm/keg
0 5 Mean 41 11.0 1777
S.D. 19 4.6 568
1000 5 Mean 29 7.0 2442
S.D. 4 2.8 401

No significant difference between treated group and control group.
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Table 6-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz{c,e]l[1,2]oxaphosphorin-6-oxide
Hematology (End of administration)
Male
RBC Hb Ht MCV MCH MCHC Reticu- Plate- PT APTT Fibri-
Dose No. locyte let nogen
mg/kg X104/ 1L g/dL % fL rg g/dL % X10*/#L s s mg/dL
0 7 Mean 892 15.4 45.4 50.9 17.3 34.0 1.9 122.8 12.5 21.4 253
S.D. 23 0.4 1.2 1.4 0.6 0.3 0.3 14.1 0.3 2.1 15
100 5 Mean 902 15.5 46.0 50.9 17.2 33.7 2.2 112.8 12.3 20.8 264
S.D. 29 0.4 1.2 0.7 0.2 0.2 0.3 5.0 0.7 2.4 25
300 5 Mean 887 15.3 44 .7 50.4 17.2 34.2 2.1 118.8 11.7 19.8 278
S.D. 29 0.3 0.6 1.5 0.7 0.6 0.6 8.0 0.7 1.1 22
1000 T Mean 892 15.5 45.3 50.7 17.4 34.2 2.0 115.1 12.8 21.1 278
S.D. 35 0.3 1.3 1.4 0.5 0.4 0.2 9.3 1.0 2.3 35

No significant difference in any

treated groups from control group.
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Table 6-2
with 6H-Dibenz[c,e][1,2]oxaphosphorin-6-oxide
Hematology (End of administration)
Male
WBC Differential leukocyte counts (%) Differential leukocyte counts (X10%?/uL)
Dose No.
mg/ke X10%/#L  Lymph. Neut. Eosino. Baso. Mono. LucC Lymph. Neut. Eosino. Baso. Mono. LUC
0 7 Mean 80.7 70.9 25.5 1.0 0.3 1.9 0.4 57.2 20.6 0.8 0.2 1.6 0.3
S.D. 8.6 8.9 8.6 0.4 0.1 0.2 0.2 9.1 7.3 0.4 0.1 0.2 0.2
100 5 Mean 80.6 75.5 20.8 1.2 0.2 1.9 0.4 60.7 16.8 1.0 0.2 1.6 0.3
S.D. 12.1 4.2 5.1 0.4 0.1 0.9 0.1 8.9 5.0 0.4 0.1 0.8 0.1
300 5 Mean 87.4 74.3 22.1 1.2 0.3 1.7 0.5 64.5 19.7 i.1 0.3 1.5 0.4
S.D. 15.5 5.8 6.1 0.2 0.1 0.5 0.2 9.8 7.6 0.3 0.1 0.6 0.1
1000 7 Mean 83.5 72.8 23.1 1.4 0.3 2.0 0.4 60.6 19.5 1.2 0.2 1.7 0.3
S.D. 11.5 5.7 5.9 0.4 0.1 0.7 0.1 8.4 6.3 0.4 0.1 0.6 0.0

LUC : Large unstained cells

No significant difference in any

treated groups from control group.
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Table 6-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz[c,ell1l,2]loxaphosphorin-6-oxide
Hematology (Lactation day 5)
Female
RBC Hb Ht MCV MCH MCHC Reticu- Plate- PT APTT Fibri-
Dose No. locyte let nogen
mg/kg X104/ 1L g/dL % fL pg g/dL % X10*/#L s s mg/dL
0 12 Mean 713 13.1 39.0 54.7 18.4 33.6 6.3 153.6 12.3 17.4 317
S.D. 49 0.8 2.5 2.0 0.6 0.5 2.2 28.4 0.8 2.5 68
100 5 Mean 745 13.6 40.3 54.0 18.2 33.7 5.8 140.9 11.9 17.3 323
S.D. 34 0.9 2.3 1.2 0.4 0.4 1.2 18.2 0.8 1.9 57
300 5 Mean 717 13.0 38.4 53.5 18.1 33.8 5.3 155.8 12.3 16.3 334
S.D. 37 0.9 2.2 1.3 0.6 0.6 i.2 26.0 0.6 1.6 62
1000 12 Mean 689 12.3 37.0 53.8 17.9 33.4 6.8 142.3 12.3 16.2 349
$.D. 34 0.7 1.7 2.2 0.7 0.5 1.1 18.8 0.6 1.9 59

No significant difference in any

treated groups from control group.
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Table 6-4 A combined repeated—dose/reproductive-deVelopmental toxicity study in rats treated orally
with 6H-Dibenzlc,el[1l,2]oxaphosphorin-6-oxide
Hematology (Lactation day 5)
Female
WBC Differential leukocyte counts (%) Differential leukocyte counts (X102/4L)
Dose No.
mg/ke X10*/#L  Lymph. Neut. Eosino. Baso. Mono. LUC Lymph. Neut. Eosino. Baso. Mono. LUC
0 12 Mean 135.7 58.4 37.7 0.8 0.2 2.5 0.4 78.2 51.9 1.0 0.3 3.6 0.6
S.D. 36.3 8.7 8.6 0.3 0.1 1.0 0.3 19.6 19.9 0.5 0.2 2.7 0.7
100 5 Mean 123.7 59.6 35.8 0.8 0.2 3.1 0.4 74.5 43.7 0.9 0.3 3.8 0.5
S.D. 42.2 7.6 6.5 0.8 0.1 1.3 0.1 32.1 13.8 0.2 0.1 1.9 0.3
300 5 Mean 132.9 67.9 28.2 0.6 0.3 2.5 0.5 89.6 38.1 0.8 0.3 3.4 0.7
S.D. 24.2 5.3 5.3 0.3 0.1 1.0 0.3 12.9 12.4 0.3 0.1 1.8 0.2
1000 12 Mean 136.4 61.9 34.4 0.6 0.2 2.3 0.6 83.2 48.2 0.8 0.3 3.1 0.9
S.D. 26.4 7.3 7.7 0.2 0.1 0.7 0.3 11.8 17.8 0.3 0.1 1.0 0.4

LUC : Large unstained cells
No significant difference in any

treated groups from control group.
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Table 6-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz[c,ell1l,2]loxaphosphorin-8-oxide
Hematology (Satellite group, End of administration)
Female
RBC Hb Ht MCV MCH MCHC Reticu- Plate- PT APTT Fibri-
Dose No. locyte let nogen
mg/keg X104/ 4L, g/dL % fL re g/dL % X10*/xL s s mg/dL
0 5 Mean 878 15.3 43.9 50.0 17.4 34.9 1.8 120.8 11.2 15.0 203
S.D. 39 0.6 1.9 0.9 0.3 0.2 0.5 11.1 0.7 2.0 8
1000 S5 Mean 855 15.1 43.4 50.8 17.6 34.7 1.9 125.5 11.1 17.9+ 217
S.D. 21 0.4 1.4 0.9 0.4 0.4 0.4 16.1 0.4 1.4T 42

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

T : Student’'s t-test
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Table 6-6 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz[c,e]l[1l,2]loxaphosphorin-6-oxide

Hematology (Satellite group, End of administration)

Female
WBC Differential leukocyte counts (%) Differential leukocyte counts (X102/xL)

Dose No.
mng/keg X10*/pL.  Lymph. Neut. Eosino. Baso. Mono. LUC Lymph. Neut. Eosino. Baso. Mono. LucC
4] 5 Mean 75.3 78.3 18.1 1.2 0.3 1.7 0.5 59.0 13.5 0.9 0.2 1.3 0.4
5.D. 14.5 6.4 7.3 0.5 0.1 0.8 0.3 12.4 5.3 0.4 0.1 0.6 0.3
1000 5 Mean 87.3 75.6 20.3 1.0 0.2 2.3 0.5 65.7 18.0 0.9 0.2 2.1 0.5
S.D. 12.4 5.2 5.2 0.4 0.1 0.4 0.2 7.4 6.7 0.4 0.1 0.5 0.2

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



R-1050

Table 6-7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenzic,elll,2]loxaphosphorin-6-oxide
Hematology (End of recovery)
Male
RBC Hb Ht MCV MCH MCHC Reticu- Plate- PT APTT Fibri-
Dose No. locyte let nogen
ng/kg X104/ #L g/dL % fL pPg g/dL % X104/ 4L s s mg/dL
(i} 5 Mean 928 15.6 45.5 49.0 16.8 34.3 1.8 119.0 13.7 22.2 308
S.D. 21 0.5 1.6 1.6 0.6 0.6 0.2 5.7 1.0 2.2 75
1000 5 Mean 929 15.5 45.5 49.0 16.7 34.0 1.9 97.8#» 14.4 24.5 272
S.D. 42 0.1 0.8 1.5 0.7 0.4 0.1 16.3AT 2.7 4.0 31

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

AT : Aspin-Welch t-test
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Table 6-8 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz[c,e][1,2]oxaphosphorin-6-oxide

Hematology (End of recovery)

Male
WBC Differential leukocyte counts (%) Differential leukocyte counts (X10%2/4L)

Dose No.
mg/kg X10*/#L Lymph. Neut. Eosino. Baso. Mono. LUC Lymph. Neut. Eosino. Baso. Mono. LUC
4] 5 Mean 89.4 75.1 19.8 1.5 0.3 2.8 0.5 66.2 18.5 1.3 0.2 2.6 0.5
S.D. 19.1 10.0 9.4 0.3 0.1 0.9 0.2 11.6 12.4 0.2 0.1 1.2 0.3
1000 5 Mean 91.0 66.8 28.4 1.8 0.2 2.3 0.4 59.0 27.8 1.6 0.2 2.2 0.4
S.D. 24.0 10.2 9.9 0.4 0.1 0.5 0.2 6.8 17.7 0.4 0.1 1.0 0.3

LUC : Large unstained cells
No significant difference between treated group and control group.
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Table 6-9 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz{c,e]{1,2]oxaphosphorin-6-oxide
Hematology (End of recovery)
Female
RBC Hb Ht MCV MCH MCHC Reticu- Plate- PT APTT Fibri-
Dose No. locyte let nogen
mg/kg X104/ 1L g/dL % fL peg g/dL %  X10*/4L s s mg/dL
0 5 Mean 844 15.1 43.3 51.8 18.0 35.0 1.6 118.8 1.7 17.9 189
S.D. 16 0.5 1.4 1.6 0.5 0.2 0.6 8.4 0.2 2.1 8
1000 5 Mean 863 15.3 43.8 50.8 17.7 34.9 1.9 123.1 1.6 17.4 199
S.D. 35 0.3 0.9 1.8 0.6 0.2 0.2 9.8 0.4 1.3 20

No significant difference between treated

group and control group.



R-1050

Table 6-10 A combined repeated-dose/reproductive~developmental toxicity study in rats treated orally
with 6H-Dibenz[c,e][1,2]oxaphosphorin~6~oxide

Hematology (End of recovery)

Female
WBC Differential leukocyte counts (%) Differential leukocyte counts (X10%2/x«L)

Dose No.
mg/ke X10?/#L  Lymph. Neut. Eosino. Baso. Mono. LUC Lymph. Neut. Eosino. Baso. Mono. LucC
¢ 5 Mean 54.7 79.2 16.4 2.0 0.2 1.7 0.4 43.6 8.6 1.1 0.1 0.9 0.2
S.D. 12.0 5.8 6.0 0.7 0.1 0.3 0.1 11.3 2.6 0.4 0.1 0.2 0.1
1000 5 Mean 50.1 75.5 19.8 1.7 0.2 2.2 0.5 37.9 9.8 0.9 0.1 1.2 0.3
S.D. 17.3 5.3 4.8 0.4 0.0 0.6 0.1 12.9 4.2 0.4 0.0 0.6 0.2

LUC : Large unstained cells
No significant difference between treated group and control group.
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Table 7-~1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz[c,e]l[1,2]oxaphosphorin-6-oxide
Blood chemistry (End of administration)
Male
AST ALT LDH v —GTP ALP T.cho TG PL T.bili- Glucose
Dose No. (GOT) (GPT) rubin
mg/kg IU/L 1U/L IU/L 1U/L 1U/L mg/dL mg/dL mg/dL mg/dL mg/dL
0 7 Mean 76 34 65 0 476 50 32 76 0.1 148
S.D. 20 10 27 0 97 8 11 11 6.0 14
100 5 Mean 69 32 61 0 486 57 36 89 0.1 147
S.D. 15 6 27 0. 131 5 11 10 0.0 18
300 5 Mean 57 29 46 0 444 52 27 77 0.1 137
S.D. 5 5 13 0 96 11 12 11 0.0 4
1000 7 Mean 64 34 48 0 363 50 38 78 0.1 133
S.D. 17 11 13 0 54 7 11 8 0.0 8

No significant difference in any treated groups from control group.
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Table 7-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz{c,el[1,2]oxaphosphorin-6-oxide

Blood chemistry (End of administration)

Male
BUN Crea- Na K Cl Ca P TP Albumin A/G
Dose No. tinine

mg/kg mg/dL mg/dL. mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
0 7 Mean 13 0.31 145 4.4 108 9.8 6.5 6.1 3.2 1.09
S.D. 1 0.04 1 0.4 1 0.2 0.3 0.2 0.1 0.08
100 S Mean 13 0.29 144 4.5 107 9.7 6.3 6.0 3.2 1.13
S.D. 2 0.05 2 0.2 1 0.1 0.5 0.2 0.1 Q.09
300 S Mean 13 0.31 145 4.7 108 9.7 6.4 6.0 3.2 1.11
S.D. 1 0.02 1 0.2 1 0.3 0.6 0.3 0.1 0.06
1000 7 Mean 14 0.30 144 4.9s 107+ 9.6 7.0 5.8 3.1 1.15
S.D. 2 0.02 2 0.3D 1D 0.2 0.8 0.1D 0.1 0.05

+ : p<0.05 (Significant difference from control group)
D : Dunnett's test
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Table 7-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz(c.el{1,2]oxaphosphorin-6-oxide
Blood chemistry (Lactation day 5)
Female
AST ALT LDH 7 —GTP ALP T.cho TG PL T.bili- Glucose
Dose No. (GOT) (GPT) rubin
mg/kg 1U/L IU/L 1U/L 1U/L 1U/L mg/dL mg/dL mg/dL mg/dL mg/dL
] 12 Mean 80 51 47 0 302 55 53 104 0.1 135
S.D. 32 21 17 1 80 16 29 24 0.0 15
100 5 Mean 76 52 41 1 308 55 48 101 0.1 132
S.D. 13 18 3 0 176 8 17 11 0.0 6
300 5 Mean 79 53 37 0 235 54 49 102 0.1 117«
S.D. 13 7 10 1 76 10 11 16 0.0 6D
1000 12 Mean 78 53 40 0 321 62 55 110 c.1 131
S.D. 10 13 10 1 127 12 22 20 0.0 11

# : p<0.05 (Significant difference from control group)
D : Dunnett's test
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Table 7-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz[c,el[1,2]oxaphosphorin-8-oxide

Blood chemistry (Lactation day 5)

Female
BUN Crea~ Na K Cl Ca P TP Albumin A/G
Dose No. tinine

mg/kg mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
0 12 Mean 13 0.32 141 4.4 108 9.8 6.8 6.0 3.2 1.16
S.D. 1 0.03 1 0.4 3 0.4 0.8 0.3 0.2 0.07
100 5 Mean 15 0.38 142 4.4 108 9.8 6.6 6.0 3.3 1.23
S.D. 2 0.04 1 0.6 2 0.1 0.8 0.3 0.1 0.05
300 5 Mean 14 0.34 141 4.5 108 9.9 6.5 6.1 3.3 1.16
S.D. 2 0.05 1 0.3 2 0.1 0.8 0.1 0.1 0.09
1000 12 Mean 15 0.33 141 4.7 108 2.7 6.7 5.8 3.1 1.15
S.D. 2 0.04 1 0.5 2 0.3 0.7 0.3 0.2 0.06

No significant difference in any treated groups from control group.
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Table 7-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz[c,e][1,2]oxaphosphorin-6-oxide

Blood chemistry (Satellite group, End of administration)

Female

AST ALT LDH ¥ —GTP ALP T.cho TG PL T.bili- Glucose

Dose No. (GOT) {GPT) rubin
mg/kg 1U/L 1U/L 1U/L 1U/L 1U/L mg/dL mg/dL mg/dL mg/dL mg/dL
0 5 Mean 62 30 45 ] 218 61 21 115 0.1 129
S.D. 7 12 9 (o} 37 5 11 16 0.0 6
1000 5 Mean 59 26 59 0 185 69 26 128 C.1 123
S.D. 18 12 26 0 58 7 12 T 0.0 10

No significant difference between treated group and control group.



R-1050

Table 7-6 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz[c,e]l1,2])oxaphosphorin-6-oxide

Blood chemistry (Satellite group, End of administration)

Female
BUN Crea- Na K c1 . Ca P TP Albumin A/G
Dose No. tinine
mg/kg mg/dL mg/dL mmol/L mmol/L mmol/L ng/dL mg/dL g/dL g/dL
0 5 Mean 19 0.37 142 4.2 109 10.0 6.0 6.7 3.8 1.29
S.D. 4 0.03 1 0.5 1 0.2 0.5 0.2 0.2 ¢.09
1000 5 Mean 19 0.36 141 4.4 109 10.0 6.2 6.4 3.8 1.47+
S.D. 3 0.06 2 0.7 1 0.2 0.3 0.4 0.1 0.117

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



R-1050

Table 7-7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz[c,el[1l,2]oxaphosphorin-6-oxide

Blood chemistry (End of recovery)

Male

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

Dose No. (GOT) (GPT) rubin
mg/kg 1U/L 1U/L IU/L 1U/L 1U/L mg/dL mg/dL ng/dL mg/dL mg/dL
0 5 Mean 68 30 46 0 339 59 49 90 0.1 1486
S.D. 8 5 6 0 89 10 20 16 0.0 10
1000 5 Mean 71 31 51 1 372 44 33 T2 0.1 143
S.D. 11 2 30 0 83 16 7 18 0.0 15

No significant difference between treated group and control group.



R~1050

Table 7-8 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz[c,e][1.2]oxaphosphorin-8-oxide

Blood chemistry (End of recovery)

Male
BUN Crea- Na K Ci Ca P TP Albumin A/G
Dose No. tinine

mg/kg mg/dL mg/dL mmol/L mmol/L mmol /L mg/dL mg/dL g/dL g/dL
0 53 Mean 16 0.26 143 4.8 108 9.7 5.9 6.1 3.2 1.08
S.D. 2 0.04 1 0.4 2 0.3 0.5 0.2 0.2 0.13
1000 51 Mean 16 0.26 144 4.5 107 9.5 5.9 6.0 3.1 1.08
S.D. 2 0.04 2 0.1 1 0.3 0.5 0.2 0.1 0.11

No significant difference between treated group and control group.



R-1050

Table 7-9 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenzfc.e][1,2]oxaphosphorin-6-oxide
Blood chemistry (End of recovery)
Female
AST ALT LDH v —GTP ALP T.cho 16 PL T.bili- Glucose
Dose No. (GOT) (GPT) rubin
mg/kg 1U/L 1U/L 1U/L 1U/L 1U/L mg/dL mg/dL mg/dL mg/dL mg/dL
0 5 Mean 62 28 46 0 148 69 24 126 0.1 125
S.D. 7 4 7 1 27 4 7 10 0.0 16
1000 5 Mean 64 27 41 0 183 60« 21 118 0.1 133
S.D. 8 4 5 1 27 6T 6 11 0.0 10

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

T : Student's t-test



R-1050

Table 7-10 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz{c.,e][1,2]oxaphosphorin-8-oxide

Blood chemistry (End of recovery)

Female
BUN Crea- Na K Cl Ca P TP Albumin A/G
Dose No. tinine

mg/kg mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
0 5 Mean 18 0.33 142 4.2 110 10.0 4.2 6.8 3.8 1.26
S.D. 2 0.03 1 0.2 1 0.3 1.0 0.2 0.2 0.08
1000 5 Mean 17 0.31 143 4.1 111 9.8 3.8 6.4 3.7 1.33
S.D. 2 0.04 1 0.2 1 0.1 0.4 0.37 0.2 0.11

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



R-1050

Table 8-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz([c,e][1l,2]Joxaphosphorin-6-oxide
Hormones {(End of administration)
Male
Dose No. Ts Ta TSH
mg/ke ng/dL rg/dL ng/ml
0 7 Mean 80.3 5.7 4.78
S.D. 22.6 1.0 2.54
100 5 Mean 71.8 5.5 2.57
S.D. 6.8 0.6 1.09
300 5 Mean 84.5 5.9 4.28
S.D. 11.7 1.2 3.40
1000 7 Mean 77.6 5.4 2.08
S.D. 16.2 0.7 0.94
No significant difference in any treated groups from control group.



R-1050

Table 8-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H~Dibenz([c,el[1,2]oxaphosphorin-6-oxide
Hormones (Lactation day 5)
Female
Dose No. Ta Ta TSH
mg/keg ng/dL #g/dL ng/mL
0 12 Mean 74.3 4.0 2.83
S.D. 11.1 0.8 0.95
100 5 Mean 76.6 4.4 5.31
S.D. 5.6 1.4 4.05
300 5 Mean 83.2 4.7 2.57
S.D. 15.4 1.8 0.97
1000 i2 Mean 7¢.1 3.8 3.34
S.D. g.9 0.6 1.61
No significant difference in any treated groups from control group.



R-1050

Table 8-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz[c,e]l[1l,2]oxaphosphorin-6-oxide
Hormones (Satellite group, End of administration)
Female
Dose No. Ta Ta TSH
mg/kg ng/dL pg/dL ng/mL
0 5 Mean 85.9 4.2 3.96
S.D. 10.7 0.3 2.55
1000 5 Mean 92.4 3.9 1.82
5.D. 26.1 0.9 0.63

No significant difference between treated group and control group.



R-1050

Table 8-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz(c,el{l,2]loxaphosphorin-6-oxide
Hormones (End of recovery)
Male
Dose No. Ta Ta TSH
mg/kg ng/dL rg/dL ng/mL
0 5 Mean 84.1 5.9 4.79
S.D. 22.5 1.7 5.57
1000 5 Mean 86.8 5.1 2.90
S.D. 32.5 1.1 1.69

No significant difference between treated group and control group.



R-1050

Table 8-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenzlc,el{1,2]oxaphosphorin-6-oxide
Hormones (End of recovery)
Female
Dose No. Ta Ta TSH
mg/kg ng/dL #g/dL ng/mL
0 5 Mean 75.8 3.2 0.99
S.D. 8.9 0.7 0.27
1000 5 Mean 81.4 3.7 1.30
S.D. 12.4 1.1 0.31

No significant difference between treated group and control group.



R-1050

Table 9-1 A combined repeated-dose/reproductive-development toxicity study in rats treated
orally with 6H-Dibenz{c,ell1,2]loxaphosphorin-6-oxide

Organ weight of male rats (End of administration period)

Body Brain Pituitary Thyroid Thymus Heart

Dose weight (R+L)
mg/kg g g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) g(g/100g BW)
No. T 7 7 T 7 7
0 Mean 507 2.19 13.7 21.2 312 1.37
S.D. 32 0.08 2.1 3.1 62 0.14
. No. 5 S 5 5 5 5
Absolute 100 Mean 501 2.11 13.1 19.4 292 1.50
S.D. 20 0.08 1.2 5.2 45 0.07
No. 5 5 53 5 5 5
300 Mean 497 ] 2.07 13.1 24.4 308 1.40
S.D. 23 0.10 1.5 2.3 84 0.15
No. T 7 7 T T T
1000 Mean 484 2.08 12.3 21.7 299 1.34
S.D. 26 0.09 ' 1.3 2.9 51 0.19
No. 7 7 7 T T
0 Mean 0.43 2.7 4.2 62 0.27
S.D. 0.03 0.3 0.4 14 0.02
No. 5 5 S S 5
Relative 100 Mean 0.42 2.6 3.9 59 0.30
S.D. 0.01 0.2 1.0 10 0.02
No. 5 5 5 5 5
300 Mean 0.42 2.6 4.9 62 0.28
S.D. 0.03 0.2 0.5 13 0.02
No. T 7 7 7 7
1000 Mean 0.43 2.5 4.5 61 0.28
S.D. 0.02 0.3 0.5 9 0.03

No significant difference in any treated groups from control group.



Table 9-2

A combined repeated-dose/reproductive~development toxicity study in rats treated

orally with 6H-Dibenz[c,ell[1,2]oxaphospharin~6-oxide

Organ weight of male rats (End of administration period)

Liver Spleen Kidney Adrenal

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

0 Mean 14.29 0.74 3.09 62
S.D. 2.56 0.11 0.35 9

No. 5 5 5 5

Absolute 100 Mean 13.44 0.78 3.37 59
S.D. 1.76 0.10 0.48 6

No. 5 5 5 5

300 Mean 13.58 0.75 3.19 59
S.D. 1.87 0.08 0.11 13

No. 7 7 7 7

1000 Mean 12.76 0.74 3.16 63
S.D. 1.19 0.11 0.25 4

No. 7 7 7 7

0 Mean 2.81 0.15 0.61 12
S.D. 0.35 0.02 0.05 2

No. 5 5 5 5

Relative 100 Mean 2.68 0.16 0.67 12
S.D. 0.27 0.02 0.08 1

No. 5 5 5 5

300 Mean 2.72 0.15 0.64 12
S.D. 0.29 0.01 0.03 2

No. 7 7 7 7

1000 Mean 2.63 0.15 0.65 13
S.D. 0.15 0.02 0.05 1

No significant difference in any

treated groups from control group.



R-1050

Table 9-3 A combined repeated-dose/reproductive-development toxicity study in rats treated
orally with 6H-Dibenz{c,el([1,2]oxaphosphorin~8-oxide

Organ weight of male rats (End of administration period)

Body Testis Epididymis

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

0 Mean 507 3.35 1311
S.D. 32 0.30 162

No. 12 12 12

Absolute 100 Mean 501 3.33 1271
S.D. 17 0.28 77

No. 12 12 12

300 Mean 505 3.38 1273
S.D. 22 0.29 77

No. 7 7 T

1000 Mean 484 3.30 1304
S.D. 26 0.28 149

No. 7 7

0 Mean 0.66 259
S.D. 0.06 37

No. 12 12

Relative 100 Mean 0.66 254
S.D. 0.05 17

No. 12 12

300 Mean 0.67 252
S.D. 0.06 13

No. T 7

1000 Mean 0.68 269
S.D. 0.06 24

No significant difference in any treated groups from control group.



R-1050

Table 9-~4 A combined repeated-dose/reproductive-development toxicity study in rats treated
orally with 6H-Dibenz(c,el[1,2]oxaphosphorin-6-oxide
Organ weight of female rats (Main group, end of administration period)
Body Brain Pituitary Thyroid Thymus Heart
Dose weight {R+L)

mg/kg g g(g/100g BW) mg(mg/100g BW) me(mg/100g BW) mg(mg/100g BW) g(g/100g BW)
No. 12 12 12 12 12 12
] Mean 299 2.00 15.5 16.6 196 0.98
S.D. 15 0.06 2.3 3.1 58 0.08
No. 5 5 5 5 5 5
Absolute 100 Mean 289 1.89+ 14.7 16.1 200 0.97
S.D. 8 0.03D 0.6 2.5 88 0.05
No. 5 5 5 5 5 5
300 Mean 289 2.00 17.3 13.7 222 0.93
S.D. 11 0.10 2.4 3.0 34 0.03
No. 12 12 12 12 12 12
1000 Mean 292 1.97 15.8 14.1 190 0.96
S.D. 16 0.08 1.9 1.9 53 0.06
No. 12 To12 12 12 12
0 Mean 0.67 5.2 5.6 65 0.33
S.D. 0.04 0.7 1.0 18 0.02
No. 5 5 5 5 5
Relative 100 Mean 0.66 5.1 5.6 69 0.34
S.D. 0.02 0.3 0.9 30 0.01
No. 5 5 5 5 5
300 Mean 0.69 6.0 4.7 T7 0.32
S.D. 0.06 1.0D 0.9 15 0.02
No. 12 12 12 12 12
1000 Mean 0.68 5.4 4.9 65 0.33
S.D. 0.04 0.5 0.7 17 0.03

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

D: Dunnett's test



R-1050

Table 9-5 A combined repeated-dose/reproductive-development toxicity study in rats treated
crally with 6H-Dibenz[c,el[1,2]oxaphosphorin~8~oxide

Organ weight of female rats (Main group, end of administration period)

Liver Spleen Kidney Adrenal Qvary Uterus

Dose (R+L) (R+L) (R+L)
mg/kg g{g/100g BW) g(g/100g BW) g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW)
No. 12 12 12 12 12 12
0 Mean 9.95 0.66 1.93 79 103.7 684
S.D. 0.77 0.07 0.11 9 16.3 66
No. 5 5 5 5 5 5
Absolute 100 Mean 9.45 0.59 1.78 73 100.4 652
S.D. 0.51 0.04 0.09 9 14.0 75
No. 5 5 5 5 5 5
300 Mean 9.40 0.60 1.88 73 104.4 648
$.D. 0.52 0.07 0.10 8 9.9 52
No. 12 12 12 12 12 12
1000 Mean 9.84. 0.66 2.00 75 101.6 683
S.D. 0.90 0.11 0.15 10 10.3 77
No. 12 12 12 12 12 12
0 Mean 3.33 0.22 0.65 26 34.7 229
S.D. 0.22 0.02 0.04 3 5.1 16
No. 5 5 5 5 5 5
Relative 100 Mean 3.28 0.20 0.62 26 34.9 226
S.D. 0.22 0.01 0.04 4 5.6 27
No. 5 5 5 5 5 5
300 Mean 3.25 0.21 0.65 25 36.1 224
S$.D. 0.11 0.03 0.05 2 3.2 12
No. 12 12 12 12 12 12
1000 Mean 3.37 0.23 0.68 26 34.8 234
$.D. 0.27 0.04 0.06 3 3.0 20

No significant difference in any treated groups from control group.



R-1050

Table 9-6 A combined repeated-~dose/reproductive-development toxicity study in rats treated
orally with 6H-Dibenz([c,e]{1,2]oxaphosphorin-6-oxide
Organ weight of female rats (Satellite group, end of administration period)
Body Brain Pituitary Thyroid Thymus Heart
Dose weight (R+L)
mg/kg g g{g/100g BW) mg(mg/100g BW) mg{mg/100g BW) mg{mg/100g BW) g(g/100g BW)
No. S5 5 5 53 5 5
Absolute 0 Mean 271 1.90 16.6 13.9 266 0.83
S.D. 14 0.07 2.1 3.7 21 0.04
No. 5 S5 5 5 5 S5
1000 Mean 264 1.96 17.0 17.2 221%% 0.84
S.D. 19 0.03 2.0 2.3 15T 0.07
No. 5 ) 5 5 5
Relative 0 Mean 0.70 6.1 5.1 98 0.31
S.D. 0.04 0.7 1.1 8 0.02
No. 5 5 5 5 5
1000 Mean 0.74 6.4 6.5 84n 0.32
S.D. 0.06 0.5 0.7 10T 0.01

#: p<0.05; ##: p<0.01 (Significant

T: Student's t-test

difference from control group)



R-1050

Table 9-7 A combined repeated-dose/reproductive-development toxicity study in rats treated
orally with 6H-Dibenz[c,el[1,2]oxaphosphorin-6-oxide
Organ weight of female rats (Satellite group, end of administration period)
Liver Spleen Kidney Adrenal Oovary Uterus
Dose (R+L) (R+L) (R+L)
mg/kg g(g/100g BW) g{g/100g BW) g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW)
No. 5 5 5 5 5 5
Absolute 0 Mean 7.10 0.48 1.78 68 78.4 596
S.D. 0.32 0.06 G.08 8 10.5 114
No. 5 5 5 5 5 5
1000 Mean 7.27 0.486 1.68 62 83.3 503
S.D. 0.56 0.04 0.17 2 12.6 144
No. 5 5 5 5 5 5
Relative 0 Mean 2.62 0.18 0.66 25 28.9 220
S.D. 0.17 0.02 0.05 1 3.2 42
No. 5 5 5 5 5 5
1000 Mean 2.75 0.17 0.63 24 31.7 189
S.D. 0.14 0.01 0.03 1 5.3 45

No significant difference between treated group and control group.



R-1050

Table 9-8 A combined repeated-dose/reproductive-development toxicity study in rats treated
orally with 6H-Dibenz[c,e][1,2]oxaphosphorin-6-oxide

Organ weight of male rats (End of recovery period)

Body Brain ' Pituitary Thyroid Thymus Heart
Dose weight {R+L)
mg/kg g g(g/100g BW) mg(mg/l100g BW) mg{mg/100g BW) mg(mg/100g BW) g(g/100g BW)
No. 5 5 5 5 5 5
Absolute 0 Mean 541 2.18 12.8 25.2 278 1.50
S.D. 27 0.07 ’ 1.5 0.8 74 0.10
No. 5 5 5 5 5 5
1000 Mean 494+ 2.10 13.0 23.5 253 1.42
S.D. 21T 0.02 0.8 1.6 28 0.17
No. 5 5 5 5 5
Relative 0 Mean 0.40 2.4 4.7 51 0.28
S.D. 0.03 0.4 0.1 15 0.01
No. 5 5 5 5 5
1000 Mean 0.43 2.6 4.7 51 0.29
S.D. 0.02 0.2 0.3 S 0.02

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



R-1050

Table 9-9 A combined repeated-dose/reproductive-development toxicity study in rats treated
orally with 6H-Dibenz{c,e]l[1,2loxaphosphorin-6-oxide
Organ weight of male rats (End of recovery period)
Liver Spleen Kidney Adrenal Testis Epididymis
Dose (R+L) (R+L) (R+L) (R+L)
mg/kg g(g/100g BW) g(g/100g BW) g(g/100g BY¥) mg(mg/100g BW) g(g/100g BW) mg{mg/100g BW)
No. S 5 5 S5 5 5
Absolute )] Mean 13.70 .80 3.26 60 3.21 1332
S.D. 0.92 .07 0.19 8 0.21 143
No. 5 5 5 5 S 5
1000 Mean 12.46+ .71 3.26 60 3.28 1362
S.D. 0.77T .11 0.20 7 0.37 52
No. 5 5 5 5 5 5
Relative 0 Mean 2.53 .15 0.60 11 0.59 246
S.D. 0.06 .01 0.03 2 Q.04 21
No. 5 5 5 5 5 5
1000 Mean 2.52 .14 0.66+ 12 0.67 276+
S.D. 0.07 .02 0.04T 1 0.09 16T

#: p<0.05 (Significant difference from

T: Student's t-test

control group)



R-1050

Table 9-10 A combined repeated-dose/reproductive-development toxicity study in rats treated
orally with 6H-Dibenz[c,e][1,2]}oxaphosphorin-6-oxide
Organ weight of female rats (End of recovery period)
Body Brain Pituitary Thyroid Thymus Heart
Dose weight {(R+L)
mg/keg g g(g/100g BW) mg(mg/100g BW) mg(mg/100g BY) mg(mg/100g BW) g(g/100g BW)
No. 5 5 5 5 5 S
Absolute 0 Mean 270 1.89 16.5 14.1 242 0.86
S.D. 15 0.03 2.8 1.9 58 0.03
No. 5 5 5 5 5 5
1000 Mean 270 1.98 15.5 15.0 235 0.86
S.D. 21 0.09 1.9 3.1 63 0.06
No. 5 5 5 5 5
Relative 0 Mean 0.70 6.1 5.2 89 0.32
S.D. 0.03 1.0 0.6 20 0.02
No. 5 5 5 5 5
1000 Mean 0.74 5.7 5.6 86 0.32
S.D. 0.08 0.4 1.2 17 0.02

No significant difference between

treated group and control group.



R-1080

Table 8-11 A combined repeated-dose/reproductive-development toxicity study in rafs treated
orally with 6H-Dibenz(c.,e)[1,2]oxaphosphorin-6-oxide
Organ weight of female rats (End of recovery period)
Liver Spleen Kidney Adrenal Ovary Uterus
Dose (R+L) (R+L) (R+L)
mg/kg g(g/100g BW) g(g/100g BW) g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW)
No. S 5 5 51 5 5
Absolute 0 Mean 7.04 0.48 1.81 70 87.4 554
S$.D. 0.37 0.086 0.15 10 6.7 19
No. 54 5 5 5 5 5
1000 Mean 6.98 0.49 1.75 67 85.5 564
S.D. 0.73 0.06 6.12 14 11.9 118
No. 5 5 5 5 5 5
Relative 0 Mean 2.61 0.18 0.67 26 32.3 205
S.D. 0.13 0.02 ¢.04 4 1.4 12
No. 5 5 5 5 5 5
1000 Mean 2.58 0.18 0.65 25 31.6 212
S.D. 0.08 0.03 0.01 51 3.6 55

No significant difference between treated group and control group.



R-1050

Table 10-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz[c,e][1,2]oxaphosphorin-6-oxide

Gross pathological findings (End of administration period (D42))

Organs Sex: M M M M
Dose(mg/kg): 0 100 300 1000

Findings Number: 7 12 12 T
Epididymis

Focus,white 1 0 0 1
Kidney

Cyst,unilateral 0 0 0 1
Lung(bronchus)

Focus,dark red 0 1 0 0
Stomach

Focus,raised, forestomach 0 0 2 3

Focus,dark red,glandular stomach 0 0 1 0

Focus,dark red, forestomach 0 0 3 6

M : Male



R-1050

Table 10-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz[c,e][1,2}oxaphosphorin-6-oxide

Gross pathological findings (End of administration period (D42))

Organs Sex: F F
Dose(mg/kg): 0 1000
Findings Number: 5 5
Stomach
Focus,raised, forestomach 0 3
Focus,dark red, forestomach 0 2
Thickening,limiting ridge 0 3
Vagina
Nodule 1 0

F : Female



R-1050

Table 10-3 . A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz[c,ell1,2]oxaphosphorin-6-oxide

Gross pathological findings (End of administration period (L4))

Organs Sex:
Dose(mg/kg):

F F F
100 300 1600
Findings Number: 1 1 12

o
[
b
N

Intestine,ileum(Peyer's patch)
Diverticulum
Lung(bronchus)
Focus,dark red
Stomach
Focus,raised, forestomach
Focus,dark red,glandular stomach
Focus,dark red,forestomach
Thickening,limiting ridge
Thyroid
Small,unilateral
Skin+Subcutis
Nodule

O OO0O0 O O
O O Ok O O
SO omon - O
O = OO O

F : Female



R~1050

Table 10-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz[c,ell[l,2])oxaphosphorin-6-oxide

Gross pathological findings (End of recovery period)

Organs Sex: M M F F
Dose(mg/kg): 0 1000 0 1000
Findings Number: 5 5 5 5
Intestine,ileum(Peyer's patch)
Diverticulum 0
Stomach
Focus,dark red,glandular stomach 1
Skin+Subcutis
Nodule 0 1 0

M : Male, F : Female



R-1050

Table 11-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz{c,e]ll1,2loxaphosphorin-6-oxide

Histopathological findings (End of administration period (D42))

Organs Sex: M M M
L. Dose(mg/kg): 0 160 300 1000
Findings Number: 7 12 12
Adrenal
Number examined 7 0 0 i
Not remarkable 7 0 0 7
Bone+Bone marrow, femoral
Number examined 7 0 0 7
Not remarkable 7 0 0 T
Bone+Bone marrow,sternal
Number examined 7 0 0 7
Not remarkable 7 0 0 7
Cerebellum(pons)
Number examined 7 4} 0 7
Not remarkable 7 0 0 7
Cerebrum
Number examined T 0 0 7
Not remarkable 7 0 0 7
Epididymis
Number examined T 0 0 7
Not remarkable 6 4] 0 5
Granuloma, spermatic 1 0 0 2
mild 1 [\ 0 2
Eye
Number examined T ] Q 7
Not remarkable 7 ¢ 0 7
Heart
Number examined 7 (4} 0 7
Not remarkable 5 0 0 4
Cell infiltration 2 0 0 3
minimal 2 (4] o 3
Intestine, duodenum
Number examined 7 0 0 7
Not remarkable 7 0 0 7
Intestine, jejunum
Number examined 7 0 0 7
Not remarkable T 0 0 7
Intestine, ileum(Peyer's patch)
Number examined 7 0 0 7
Not remarkable 7 0 0 7
Intestine,cecum
Number examined T 12 12 T
Not remarkable [§] 12 10 2
Necrosis,single cell,mucosal 0 0 1 4
minimal 0 0 1 3
mild 0 0 0 1
Cell infiltration,mucosal 1 ¢ 0 1
minimal 1 [0} 0 1
Hyperplasia,mucosal,diffuse 0 0 2 4
minimal 0 0 2 1
mild 0 0 0 3
Intestine,colon
Number examined 7 0 [¢] 7
Not remarkable 7 0 0 T

M : Male



R-1050

Table 11-2 A combined repeated-doge/reproductive-developmental toxiecity study in rats treated orally
with 6H-Dibenz[c,el[l,2]oxaphosphorin-6-oxide

Histopathological findings (End of administration period (D42))

Organs Sex: M M M
Dose(mg/kg): 0 100 300 1000
Findings Number: 7 12 12
Intestine,rectum
Number examined 7 0 0 7
Not remarkable 7 0 0 6
Cell infiltration,mucosal 0 0 0 1
minimal 0 0 0 1
Kidney
Number examined 7 0 0 7
Not remarkable 2 0 0 3
Cyst 0 0 0 1
minimal 0 0 0 1
Regeneration, tubular 5 0 o} 4
minimal 5 0 0 4
Urinary cast,hyaline 0 0 0 1
minimal 0 0 0 1
Liver
Number examined 7 0 0 7
Not remarkable 1 0 0 2
Vacuolation,hepatocyte,periportal 4 o] Q 4
minimal 0 0 0 1
mild 4 0 0 3
Microgranuloma 6 0 0 4
minimal 6 0 0 4
Lung(bronchus)
Number examined 7 1 0 7
Not remarkable 4 Q0 0 5
Hemorrhage, focal 0 1 0 0
minimal 0 1 0 0
Cell infiltration,perivascular 1 0 0 0
minimal 1 0 4} 0
Alveolar macrophage 2 0 0 2
minimal 2 4} ¢} 2
Metaplasia,osseous 0 0 0 1
minimal 0 0 0 1
Lymph node,mesenteric
Number examined 7 0 0 7
Not remarkable 7 0 0 7
Lymph node, submandibular
Number examined 7 0 0 T
Not remarkable T 4] 0 7
Mammary gland,inguinal
Number examined 7 0 0 7
Not remarkable 7 0 0 7
Parathyroid
Number examined 7 0 0 7
Not remarkable 6 0 0 7
Cell infiltration 1 0 0 0
minimal 1 0 0 0
Pituitary
Number examined 7 0 0 7
Not remarkable 7 o} 0 7

M : Male
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Table 11-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 8H-Dibenz[c,e][1,2]oxaphosphorin-6-oxide

Histopathological findings (End of administration period (D42))

Organs Sex: M M M

Dose(mg/kg): 0 100 300 1000

Findings Number: 7 12 12 T
Prostate

Number examined
Not remarkable
Cell infiltration
minimal
mild
Sciatic nerve
Number examined
Not remarkable
Seminal vesicle
Number examined
Not remarkable
Spinal cord, thoracic
Number examined
Not remarkable
Spleen
Number examined
Not remarkable
Hematopoiesis,extramedullary
minimal
Stomach
Number examined
Not remarkable
Erosion/ulcer, forestomach
minimal
mild
Hyperplasia, squamous, forestomach
minimal
mild
moderate
Edema,mucosal/submnucosal, forestomach
minimal
mild
Degeneration/necrosis, squamous, forestomach
minimal
mild
Testis
Number examined
Not remarkable
Thymus
Number examined
Not remarkable
Thyroid
Number examined
Not remarkable
Ectopic thymus
minimal
Trachea
Number examined
Not remarkable
Urinary bladder
Number examined
Not remarkable
Cell infiltration,inflammatory
minimal
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M : Male
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Table 11-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz[c,el{1l,2}oxaphosphorin-6-oxide

Histopathological findings (End of administration period (D42))

Organs Sex: F F
L Dose(mg/kg) : 0 1000
Findings Number: 5 5
Adrenal
Number examined 5 5
Not remarkable 5 5
Bone+Bone marrow,femoral
Number examined 5 5
Not remarkable 5 5
Bone+Bone marrow,sternal
Number examined 5 5
Not remarkable 5 5
Cerebellum(pons)
Number examined 5 5
Not remarkable 5 5
Cerebrum
Number examined 5 5
Not remarkable 5 5
Eye
Number examined 5 5
Not remarkable 5 5
Heart
Number examined 5 5
Not remarkable 5 5
Intestine, duodenum
Number examined 5 5
Not remarkable 5 5
Intestine, jejunum
Number examined 5 5
Not remarkable 5 5
Intestine, ileum(Peyer's patch)
Number examined 5 5
Not remarkable 5 S
Intestine,cecum
Number examined 5 5
Not remarkable 5 2
Necrosis,single cell,mucosal 0 3
minimal 0 3
Hyperplasia,mucosal,diffuse 0 1
minimal 0 1
Intestine,colon
Number examined 5 5
Not remarkable 5 5
Intestine,rectum
Number examined 5 5
Not remarkable 5 5
Kidney
Number examined 5 5
Not remarkable 5 5

F : Female
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Table 11-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenzlc,e]l[l,2]oxaphosphorin-6-oxide

Histopathological findings (End of administration period (D42))

Organs Sex: ¥ F

Dose(mg/kg): 0 1000

Findings Number: 5 5
Liver

Number examined
Vacuolation,hepatocyte,periportal
minimal
Microgranuloma
minimal
Lung(bronchus)
Number examined
Not remarkable
Lymph node,mesenteric
Number examined
Not remarkable
Lymph node, submandibular
Number examined
Not remarkable
Mammary gland, inguinal
Number examined
Not remarkable
Ovary
Number examined
Not remarkable
Parathyroid
Number examined
Not remarkable
Pituitary
Number examined
Not remarkable
Sciatic nerve
Number examined
Not remarkable
Spinal cord, thoracic
Number examined
Not remarkable
Spleen
Number examined
Not remarkable
Hematopoiesis,extramedullary
minimal
Stomach
Number examined
Not remarkable
Erosion/ulcer, forestomach
minimal
mild
moderate
Hypeygéasia,squamous,forestomach
mi
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F : Female
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Table 11-6 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz[c,e][1,2]oxaphosphorin-6-oxide

Histopathological findings (End of administration period (D42))

Organs Sex:
Dose(mg/kg) : 0 1000
Findings Number: 5
Stomach (continued)
Edema,mucosal/submucosal, forestomach 0 4
minimal 0 1
mild 0 3
Degeneration/necrosis, squamous, forestomach 0 4
minimal 0 1
mild 0 3
Thymus
Number examined 5 5
Not remarkable 5 4
Atrophy 0 1
minimal 0 1
Thyroid
Number examined 5 5
Not remarkable 5 4
Ectopic thymus 0 1
‘minimal 0 1
Trachea
Number examined 5 5
Not remarkable 5 5
Urinary bladder
Number examined 5 5
Not remarkable 5 5
Uterus
Number examined 5 5
Not remarkable 5 5
Vagina
Number examined 5 5
Not remarkable 4 5
Cyst,epidermal 1 0
mild 1 0

F : Female
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Table 11-7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz{c.e}[1,2]oxaphosphorin-6-oxide

Histopathological findings (End of administration periocd (L4))

Organs Sex: F F
o Dose(mg/kg) : 0 100 300 1000
Findings Number: 12 12 1 12
Adrenal
Number examined 12 0 0 12
Not remarkable 12 0 0 12
Bone+Bone marrow, femoral
Number examined 12 0 0 12
Not remarkable ’ 12 0 0 12
Bone+Bone marrow,sternal
Number examined 12 0 0 12
Not remarkable 12 0 0 12
Cerebellum(pons)
Number examined 12 0 0 12
Not remarkable 12 0 0 12
Cerebrum
Number examined 12 0 0 12
Not remarkable 12 0 0 12
Eye
Number examined 12 0 0 12
Not remarkable 12 0 0 12
Heart
Number examined 12 0 0 12
Not remarkable 11 0 0 12
Cell infiltration 1 0 0 0
minimal 1 0 0 [¢]
Intestine, duodenum
Number examined 12 0 0 12
Not remarkable 12 0 0 12
Intestine, jejunum
Number examined 12 0 0 12
Not remarkable 12 0 0 12
Intestine, ileum(Peyer's patch)
Number examined 12 0 0 12
Not remarkable 12 0 0 11
Diverticulum 0 0 0 1
minimal 0 0 0 1
Intestine,cecum
Number examined 12 12 12 12
Not remarkable 12 11 9 4
Necrosis,single cell,mucosal 0 4] 1 5
minimal [V} 0 1 5
Cell infiltration,mucosal 0 1 2 2
minimal 0 1 2 2
Hyperplasia,mucosal,diffuse 0 4] 1 5
minimal 0 0 1 5
Intestine,colon
Number examined 12 4] 0 12
Not remarkable 12 ) ] 12
Intestine,rectum
Number examined 12 0 0 12
Not remarkable 12 0 0 12

F : Female
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Table 11-8 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz[c,el[1l,2]oxaphosphorin~6-oxide

Histopathological findings (End of administration period (L4))

Organs Sex: F F F F
i Dose(mg/kg) : ) 0 100 300 1000
Findings Number: 12 12 12 12
Kidney
Number examined 12 0 0 12
Not remarkable 10 0 0 8
Regeneration, tubular 2 0 0 4
minimal 2 0 0 4
Liver
Number examined 12 0 1] 12
Not remarkable 10 0 0 10
Vacuolation,hepatocyte,periportal 1 0 Q 0
minimal 1 0 0 0
Microgranuloma 2 0 o] 2
minimal 2 0 0 2
Lung(bronchus)
Number examined 12 0 1 12
Not remarkable 8 0 0 6
Hemorrhage, focal 0 ] 1 0
minimal 0 0 1 0
Alveolar macrophage 4 0 0 6
minimal 4 0 0 6
Lymph node,mesenteric
Number examined 12 0 0 12
Not remarkable 12 0 0 12
Lymph node,submandibular
Number examined 12 0 0 12
Not remarkable 12 o 0 12
Mammary gland, inguinal
Number examined 12 0 0 12
Not remarkable 12 0 0 12
Mammary gland, pubic
Number examined 1 0 0 0
ADENOCARCINOMA 1 0 0 0
present 1 0 0 0
Ovary
Number examined 12 0 0 12
Not remarkable 12 0 0 12
Parathyroid
Number examined 12 0 0 12
Not remarkable 12 0 0 12
Pituitary
Number examined 12 0 0 12
Not remarkable 12 0 0 12
Sciatic nerve
Number examined 12 0 0 12
Not remarkable 12 0 0 12
Spinal cord,thoracic
Number examined 12 0 0 12
Not remarkable 12 0 0 12

F : Female
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Table 11-9 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz{c,e}[1l,2]oxaphosphorin-6-oxide

Histopathological findings (End of administration period (L4))

Organs Sex: F r ¥ F
L Dose(mg/kg): 0 100 300 1000
Findings Number : 12 12 12 12
Spleen
Number examined 12 0 0 12
Hematopoiesis,extramedullary 12 0 1] 12
minimal Q Q 0 1
mild 12 Q 0 11
Stomach
Number examined 12 12 12 12
Not remarkable 12 8 1 0
Cyst,epidermal Q 4] 1 0
minimal 4] Q 1 0
Erosion, glandular stomach 0 1 0 0
minimal 0 1 0 0
Erosion/ulcer, forestomach 0 1 7 9
minimal 0 1 5 3
mild 0 0 2 2
moderate 0 0 0 4
Hyperplasia, squamous, forestomach 0 3 11 12
minimal 0 1 1 0
mild 0 2 8 8
moderate 0 0 2 4
Edema,mucosal/submucosal, forestomach 0 2 7 10
minimal 0 0 1 1
mild 0 2 6 9
Degeneration/necrosis, squamous, forestomach 0 0 9 11
minimal 0 0 8 10
mild 0 0 1 1
Thymus
Number examined 12 0 0 12
Not remarkable 4 0 0 5
Atrophy 8 0 0 7
minimal 6 0 0 5
mild 2 0 0 2
Hyperplasia,epithelial cell,focal 0 0 0 1
minimal 0 0 0 1
Thyroid
Number examined 12 0 0 12
Not remarkable 12 0 0 12
Trachea
Number examined 12 0 0 12
Not remarkable 12 0 0 12
Urinary bladder
Number examined 12 0 0 12
Not remarkable 12 0 0 12
Uterus
Number examined 12 0 0 12
Not remarkable 12 0 0 12
Vagina
Number examined 12 0 0 12
Not remarkable 12 0 0 12

F : Female
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Table 11-10 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 6H-Dibenz{c,e]l[1,2]oxaphosphorin-6-oxide

Histopathological findings (End of recovery period)

Organs Sex: M M
Dose(mg/kg): 0 1000 ¢ 1000
Findings Number: 5 5 5
Intestine,ileum(Peyer's patch)
Number examined 0 0 0 1
Diverticulum [} 0 0 1
minimal 0 0 0 1
Intestine,cecum
Number examined 5 5 5 5
Not remarkable 5 3 5 5
Necrosis,single cell,mucosal 0 2 0 ]
minimal 0 2 0 0
Hyperplasia,mucosal,diffuse 0 2 [0} 0
minimal ] 2 0 0
Mammary gland, inguinal
Number examined [} 1 0 0
ADENOCARCINOMA ] 1 V] 0
present 0 1 0 0
Stomach
Number examined 5 5 5 5
Not remarkable 5 5] 5 5

M : Male, F : Female



Table 12 A combined repeated-dose/reproductive-development toxicity study in rats treated
orally with 6H-Dibenz[c,el[1,2}oxaphosphorin-6-oxide

Estrous cycle in female rats during the pre-mating period

R-1050

Count of estrus Mean duration
Dose No. of of cycles
mg/kg animals 0 1 2 3 4 Mean+S.D. Mean+S.D.

0 12 0 4] 0 7 5 3.4+0.5 4.1+0.3
100 12 Q Q 4] 5 7 3.6+0.5 4.1+0.3
300 12 0 0 0 7 5 3.4+0.5 4.2+0.4

1000 12 0 0 0 8 4 3.3+0.5 4.1+0.2

No significant difference in any treated groups from control group.
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Table 13 A combined repeated-dose/reproductive-~development toxicity study in rats treated
orally with 6H-Dibenz[c,e]l1l,2]oxaphosphorin-6-~oxide
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
ng/kg males Mean+S.D. (%) a) (%) b) females Mean+S.D. (%) a) (%) ¢)

0 12 2.5+1.2 12/12(100.0) 12/12(100.0) 12 2.5+1.2 12/12(100.0) 12/12(100.0)
100 12 2.8+1.0 12/12(100.0) 12/12(100.0) 12 2.8+1.0 12/12(100.0) 12/12(100.0)
300 12 2.940.9 12/12(100.0) 12/12(100.0) 12 2.9+0.9 12/12(100.0) 12/12(100.0)

1000 12 2.1+0.8 12/12(100.0) 12/12(100.0) 12 2.1+0.8 12/12(100.0) 12/12(100.0)
a): (No. of copulated animals / No. of mated animals) X 100

b): {No. of males which impregnated females / No. of copulated males) X 100
¢): {(No. of pregnant females / No. of copulated females) X 100

No significant difference in any treated groups from control group.
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Table 14 A combined repeated-dose/reproductive-development toxicity study in rats treated
orally with 6H-Dibenz[c.e][1,2]oxaphosphorin-6-oxide
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 index length corpora tation tation stillborns 1liveborns index
mg/kg females liveborns % a) in days lutea sites index % b) (%)c) % d)
Total 12 12 100.0 187 183 2 166
(4] Mean 21.8 15.6 15.3 98.0 ( 1.1) 13.8 90.6
S.D. 0.5 2.7 2.6 2.9 ( 2.5) 2.8 5.0
Total 12 12 100.0 176 171 1 165
100 Mean 21.8 14.7 14.3 96.6 ( 0.6) 13.8 96.7+#
S.D. 0.4 2.8 2.9 4.7 ( 1.9) 2.8 4.4DT
Total 12 12 100.0 182 176 0 171
300 Mean 21.9 15.2 14.7 96.5 ( 0.0) 14.3 97 .2+
S.D. 0.3 1.5 1.8 3.7 ( 0.0) 1.8 4.5DT
Total 12 i2 100.0 176 171 1 160
1000 Mean : ) 21.9 14.7 14.3 97.2 { 0.5 13.3 93.3
S.D. 0.3 2.8 2.7 4.4 { 1.8) 2.8 6.7
a}: (No. of females which delivered liveborns / No. of pregnant females) X 100
b): (No. of implantation sites / No. of corpora lutea) X 100
c): (No. of stillborns / No. of liveborns and stillborns) X 100
d): (No. of liveborns / No. of implantation sites) X 100

«: p<0.05 (Significant difference from control group)
DT: Dunnett-type rank test
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Table 15 A combined repeated-dose/reproductive-development toxicity study in rats treated
orally with 68H-Dibenz{c,el[1,2]oxaphosphorin~6-oxide

Sex ratio and external examination of pups

Liveborns Sex ratio of Day 4 Sex ratio of External c¢)
liveborns live pups abnor-
Dose No. of No. of No. of at birth No. of No. of on day 4 malities
mg/kg dams males females a) males females b) (%)d)
Total 96 70 96 69 0
0 12 Mean 8.0 5.8 0.59 8.0 5.8 0.59 ( 0.0)
S.D. 1.8 2.5 0.14 1.8 2.4 0.14 ( 0.0}
Total 76 89 75 88 0
100 12 Mean 6.3 7.4 0.48 .3 7.3 0.47 ( 0.0)
S.D. 2.5 3.4 0.19 2.6 3.4 0.20 ¢ 0.0)
Total 88 85 86 85 0
300 12 Mean 7.2 7.1 0.51 7.2 7.1 0.51 ( 0.0)
S.D. 1.7 2.3 0.12 1.7 2.3 0.12 ( 0.0}
Total 72 88 69 86 0
1000 12 Mean 6.0 7.3 0.44 5.8 7.2 0.44 ( 0.0)
S.D. 2.4 2.1 0.13 2.4 2.2 0.14 { 0.0)

a): No. of liveborn males / No. of liveborns

b): No. of live males on day 4 / No. of live pups on day 4

c): No. of liveborns with external abnormalities

d): (No. of liveborns with external abnormalities / No. of liveborns) X 100
No significant difference in any treated groups from control group
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Table 16 A combined repeated-dose/reproductive-development toxicity study in rats treated
orally with 6H-Dibenz[c,e]l[1,2]oxaphosphorin-6-oxide

Viability index of pups

Viability
No. No. of live pups index on
Dose of postnatal
mg/kg dams Day 0O Day 4 day 4 % a)
Total 12 166 165
0 Mean 13.8 13.8 99.5
S.D. 2.6 2.5 1.8
Total 12 165 163
100 Mean 13.8 13.6 98.8
S.D. 2.8 2.8 2.9
Total 12 171 171
300 Mean 14.3 14.3 100.0
S.D. 1.8 1.8 0.0
Total 12 160 155
1000 Mean 13.3 12.9 97.1
S.D. 2.8 2.7 5.6

a}: (No. of live pups on day 4 / No. of liveborns on day 0) X 100
No significant difference in any treated groups from control group
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Table 17 A combined repeated-dose/reproductive-development toxicity study in rats treated
orally with 6H-Dibenz[c,el[1,2]oxaphosphorin-6-oxide
Body weight of pups
Male Female
Dose
mg/kg 0 4a) Gain 0 4a) Gain
No. 12 12 12 2 12 12
0 Mean 6.3 9.7 3.3 6.0 9.2 3.1
S.D. 0.4 1.3 0.9 0.4 1.0 0.7
No. 12 12 12 2 12 12
100 Mean 6.5 10.0 3.4 6.1 9.6 3.5
S.D. 0.6 1.8 1.2 0.6 1.5 1.0
No. 12 12 12 2 12 12
300 Mean 6.5 9.8 3.3 6.1 9.0 2.9
S.D. 0.4 1.0 0.6 0.4 0.9 0.6
No. 12 12 12 2 12 12
1000 Mean 6.7 10.6 3.8 6.3 9.9 3.7
S.D. 0.5 1.1 0.8 0.5 1.0 0.7
Unit: g
No.: No. of danms

a): Postnatal day

No significant difference in any treated groups from control group
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Table 18 A combined repeated-dose/reproductive-development toxicity study in rats treated
orally with 6H-Dibenz[c,el[1,2]oxaphosphorin-6-oxide

Gross pathological findings in pups on postnatal day 4

Dose (mg/kg) 0 100 300 1000
Male
No. of pups examined 96 75 86 69
No. of pups with abnormal findings 0 0 0 0
Female
No. of pups examined 69 88 85 86

No. of pups with abnormal findings [¢] 0 0 0
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