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ZEH)

3, 3—ER(p—VAFNATI/)Txz=2)V) —6—CAFNTI ) T7F) F%0, 8,
30, 120 33 X U 500 mg/kg O J & THEHED Crj:CD(SD)IGS 7 ~ MSPFYNZ 28 A M KIERE A®
EL, BN 4EEOBIESLOWEOEZBREL, TOEE L EEME LML,

WHRMEIENT 5 & Bt 2 L3R O R RIR & B |/ IMER L OFFIRIZ R0 &
.

IRIEARR AR T, MERE O FARARTERG L BAEAS D OB IE R 36 X OBED _F R/ MEFHE
faDIER 23 78S bivle., FRREIE EEAREO BRI, L B I 500 mg/kg 3T
AL, LEAMETHIBE ORI 500 mg/kg BEOB TR bz, b OEITHRE
ZRIETDHIETHRLIEZEND, REIZEETLILOEELNDS. FHEO/NZEF LT
FFARAGAE A 2348 5 HARIHE T IE D 500 mg/kg BEORE | FI TR b, BRHEREIERET
BRI EEBbNT.

ZDMOBRETIIHRYEITERT 5 ELRED bhehodz.

LLEDRERN G, HRYERGIZERT 2 LEZ2 0N E(LA, MHEE H 500 mg/kg &
THEDONT. - T, FRBREETILEITS3, 3-ERX (p—YRAFATI /) Txz=
W) =6 —VRAFALTI ) T7EY RO®ZERE (NOEL) (JHEH# L b 120 mgkg & HIH LTz,
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MR LU HHE:

1. WERME
PHREEENTZI, 3—ER (p—PAFATI )T x2))
~ G —=YAFNTI)THIYEN WEFR:CVL, B4 6~ (¥AFALTI/) -3, 3
—bER [4— (PAFATI/) Z==0] —1 (BH) —AYRUITTFT/0) ) &
R Uiz BRI T LM 26 T M ER AR TH D . SR E AFHITER -
BHEHETTREF L. BRICER Lz v FORENR, 8ETX YV REEZ RIS
HEEEFAFL, HRLL.
£ B 3, 3—ER(p=VAFATI/T7z2V) —6—-VAFILTI
J 7% Y F[BEFR : CVL]
CAS No. : 1552-42-7
It ZF K CHuN;O,
WERALFEIMEIR
B 179~184°C, MR L, BERA2L, BEOHRV TIIEE,
K EAMRM TRIE, DMSO, 7 b ZEE, BEEML TRE
205, PRSI X BERMITR V.
A F B 200143 H28H

vy hERE
b BE o 99.5wt%

I HO# RBA 08% (AFABKO 1 OikELBHR L EHERAEINS)
Bk LOES  REEAV R, vRA7, TLFREEHLIE.

HEREN)

HAF v —/L & ) S—MREARAERTD S 2001 4 8 B 22 812 Chj:CD(SD)IGS 7 v
(SPF) Mm-S 52 08 (FEEBMWIE : MR S00L) 2 AF L, £0 5 LUEHS 48 LA
HLT.

B AT, M2 S AEOBRESRT —ARREAEE (18 1E) 8%, R
BEDSREFI2 2 & RFER L. S OICEMIIRER T HIR GBI R £ THL L, —iikiE
AHABEE L. FARNELSLOBHCR TRHIEEZNE Uiz, 5 5WMATR AR
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ERIEAEZIMHEEIC L o T, SHOEHEESIEH— LD I 2 ICHEM T L. &4
BRGNS IE S B, (ARESIIIHED 155~180 g, M2 129~153 g Th -7z, @Y
OEFHPER, FHEBL20%UNTHD Z L 2R L.

Biipid, A o7 TEERE (B URD BIOE U FIE BSTHR) TEEEDL
fo. r—VIliaRE - BHEERT @Ea o 13 ZBRES, U5 BE - ik
HifE, 5, 7 YRR, BES, AREEE, ARBEEEREETRLL TN
NEMT, BRI, XREFS, HRYES, HBRE H4 HE) ) 45, @
&, %#, BEMESBLICRGHRELNHK L7 Va2,

. BEE

RE - e 2 S 2 fEHE 2B U C, RE 2222°C (&AM 19.0~25.0T),
FAXHBEE 55+15% (FFA#EH 35.0~75.0%), K 6~20 E/F (F— V7L yiax
T —{t4R), FRER 12 85f A (7:00-19:00) IZEESAE L MEE Q113 E) 2EHL
7z, ABEYMFP OREEDOERAEIL 21.4~254C, 463~84.0%Th -7 (WFLBES
).

B R EE OERBMAKRK (X—FF v, BEAFr— 2 - ) A=) 2
TR ) H—ARF— MRy — (265W X 426D X 200Hmm, + ¥ U EEIRBE) TERB L
o, BERURIE 1 —UHhT 45D S (R , BEod®kiE, 1 7—vdbiy
208 (FME) AL, AF—ARERE (M X URSEEHEM) ICREL THEL. /—
CORBEANL, B 1 Ee—F—3 3 v Uiz, BEICEEEE AT L ARERER
FEEER (X URIFREEE) |, BAICEEEER Y —FRx— MK (700 mL,
b RMERER) EEA L. F—Y (BRE), M LUWKERGE 1 2Lk
LT,

i, EREYAERER (MF, AV o ZABRTIER) &, Spm D7 10
F—iEiB%, RIBREH LIGEKEERICERSY, BI1EULERHBLE.

AR P OREBEEOFLMEIRLEN, YR TEDCEEICEELTVWD I L%
MeR Uiz, BRI DWW Tit, BREBEEOTFEYEOSIHR ZEHIAFL, HiF
I TEDIEREIZHE L TWAZ E2MR L. £z, SKHAKIZZKBEEIZEEIM L 72k
GREZTHOIZERL, DITESEEGEE LTS Z S 2R L.
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4. % &

BOERKT, AHRICEBRALEYA FIA ACHECTREAKEE L, 5T
28 HEIE L, TARAR—FTIAT) L OREE LTy NAB YV TEAVT T B 1
|, FRiFICREE RS L.

aEERR FERES  B010048, FAE : 03 X0 2000 mgke, Ehf#kitiE s UL
OFER, BAEER DN o72.

¥z, ARBROMABLRET HDIZHEE L7 14 AERER S TRRSR (HE: 1000,
500, 100 38 LT 0 mg/kg, ENWn%k : REEfEE 3 UL) OFER, BEREREICEVWT, 1000 mg/kg
B OMEER XU 500 mg/kg HOMTITIEREE (EXIEE) O&E, 500 mgkg FEOHET
RIBER (ME0ER) OKIE 1000 mgkg XU 500 mgkg HOMTITIRER (FEXE
B) ORENRRD L. —fRRE, KFE, hPiReE, JHRTRICEEIIRD LN
ol HEoT, ARRICBIT2&REHEL S00mgkg & L, LATALK4 T 120,
30, 8 mgtkg DEF 4 AEBARE LK. £/, BHE (0.1%Tween80 ¥IN 0.5%CMC-Na
KVBHR) DA EFRETOINBBELRITL. BEHEEIT 10 mLkg &L, ELRICAIEL
T EICESWTEBMOREREZEH Lz,

BERIIERYELLEETEL, HSITAN, BHE (0.1%Tween80 (BER{LZM),
1y RS 210D2073) #I0 0.5%CMC-Na KSR (BIRILEFEM), =~ MEE:201G1785))
BNz 2R oHETRE S, ASEBE TRV LR A - M T I RIB L.
FTEERRE, TRELTS0, 12, 3.0 BLV 0.8 mgy/mL OREHR & Uiz, BESEE X
B1EE L, BECHETDET 7 BRHZREICHE - BEANCRF L. BEERPOER
Y)'E DR X O - BFETRESRMG T To 8 AR EM % 200 8 XU 0.4 mg/mL
DEEET HPLC T LV HER Lz, 72, WIERRMRISAEHOKR 5| % HPLC &
WX DAL, HERBEANICHRTEEZI0%UNTH S Z L 28 L7 (REIEE 1 2
M) .

*tHRBEE & 500 36 LN 120 mgtkg BEDHEHES 6 LI, REHMET % 14 B[RS
&R 7.
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5. REREAK
M4 RE 5 HRRIRE T R AR [B115 HAHRE T R g3
{mg/mL) T T T i
o B o 67 6 6 6
(10101-10106)  (50101-50106) _ (10107-10112) (50107-50112)
8 mg'kg 08 6 6
(10201-10206)  (50201-50206)
6 6
0mgkg 30 10301.10306)  (50301-50306)
6 6 6 6
120mgkg 12 (10401.10406)  (50401-50406)  (10407-10412) (50407-50412)
6 6 6 6

S00megkg 30 10501-10506)  (50501-50506)  (10507-10512) (50507-50512)
1, RRFEROEE (F29 B) I, *2, EEMERKRTER (543 B) 122 ;
3, EiE, *4, BHES.

6. % - WEmEA
THOEBEZHRAE L. B, BLBORTIIBGHEERE 111, B1~THEE
1AE Lz, £/, %29 BUBZRIELHRM & Lz,
6.1 —fisiRAE
FE5HMIT L A 26 (®E580, %), EESRE B ETATHICERE Lk,
6214 &
2HOREREF EMXFE (EB-5000, MSERIERT) 2 MVWTEH 1, 8, 15, 22, 28,
29, 36, 2R L N43 HIZEIE Lz, 72720, H29 AR LU 43 ADRZERIIAKE
F—F L LTHEHAAET, ZhEBEIFOREHNGEREORHOAICAWE,
6.3 {HEEE
B —VBIBRKALBEELSET LILRKH (EB-5000, BEERIER) ZHWTE 1,
8 15, 22, 24, 28, 29, 36, 38 B LUV Q2 HICHIEL, | EH=o o1 A VHEEES
B L.
6.4 MRFEVIRE
BEBIUEESEETROHBEENR (529480043 0) i, £XIREY &8
FHELIOHEL, FARET—T Y oL (FFF—n, BEREN) iERENES
UTHRER L, %AEIRE ViR L7z, BB L ks AV CRICRTHEHE 2 RIE Lz,
Za hu e R L OEECERS b o LR TS X F BRI ORIE I, EERERE LA
ELT32WN% Y =B =F U U LK EERL, EUaB L TE Lo miEE
Wiz, ZooEEORIEICHE, R LER EDTA-2K T Lz likz Fnie.

10
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H H 5ok HUE W 2s
RiMLERE (RBC) HRKALAEE R 5o L — ¥ —FCM ik (a)
NESwEPEE (Hb) T A MANES v U (a)
~<% k7Y v ME (H) BHRALAE — 5L — W —FCM % (a)
EHFRMERERE (MCV) RBC, Ht X v EH

LR Bk &EE (MCH) RBC, Hb Xk » & H

Py ki @FBE (MCHC) Hb, Ht L9 EH

MARMEREL (Ret) RNA Bef4iZ X 5 L —#—FCM # (a)
/3R (PLT) B AAE = ot L — % —FCM i (a)
7u bur b UrE (PT) FeEBELIR H (b)
EMALES ha R 7T RF SEERRH AR (b)

iR (APTT)
M EkE (WBC)

Rt REEERIC L D L— ¥ —FCM ¥ (a)

F ek E 9 Wright e ARBARARIZ OV THRIE (c)
RIEMSS . (a), ADVIAI20 (S = AF 1 )

(b), CA-510 (R A w7 AH)
(c), MICROX HEG-50, HEG-50VF (A v /)

6.5 ML FRORE

FHEARH R BRI L7z iR O—F 2 |IR TH 30 B ZE O BEL, Sohial
BEAWTTREOEEZAIE Lz, MEZOMIFIZI-B0CCTHEERFL, BBKTE (&
HEAE R ITBERELZ.

H E 5 ik

ASAT (GOT) UV-rate & (JSCC R )

ALAT (GPT) UVerate i& (JSCC 2R iE)

vy GT y-ZNE Ip-= be T =) FEEESSCC REE)
ALP p-=br7 =) VEEREE (JSCC KREE)
R ) 0 N B3 % (BOD ik)

REBEER BE23Z-UV ¥ (Urease-LEDH %)

S LTF f% 3% 1% (Creatine-Kinase i)

TNa— A f% 1L (GlcK-G6PDH %)

MalrxFa—i B2 15 (CO-HDAOS i)

NV ZYEI4 K BE3z 15 (GPO-HDAOS k), 7V &Y L iHEik
wEA Biuret %

TINT I BCG &

A/G tt BEARBIU TV T I K DEH

T A OCPC i

i35 A E2327L (PNP-XOD-POD i%)

F+hU YA A F BRINERE

RN A A RIRBRRIE

7 a—)b A A RINERIE

BIEHESS © TBA-200FR ((REHTE)
6.6 FRIATE

M ESE (523 B) ICSHEFOMES 6 I (FHOFYESOHE VIR O
FEREZBRLUT, RICRTHRRAECIDHBEZAE L. TORBE, M0 12036 X

U8 500 mg/kg # D pH THERMEHR 5- OB &

11
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VTR 21 B[RS RER AL T (24 H) ZoOMOERZRIE Uz, [RSHRIRFGAE
(37 0) ICHMOARRBRIEIZ L ZTHB 2T L., ZOMRUBRYEREDHEL
FOEABT(ENED LN, ZOMORBREIRER L ho7r,

B H RS WE B8
pH FERATR @)
EH R BRMEIE (a)
TNm— R B (a)
kAR HERME (a)
)0 ATRALIE (a)
=il ABRIE (a)
vaevl) =4 HBRME (a)
PRE AR v —THIE
& BTk (b)
T UYL A F L EIREB (c)
RN A A L RIRNEHETL (c)
7 a—) B EEEE (c)
HEkksE . (@) 7/(;)7)”‘/{ AT 47 ABICI V=T 97100 (AT AF 47
JUA

(b) =V aJE (7 # =)
() PVA-all (B=A 7> N7 1—)

6.7 FEEFHIME
() SBEEE
LEMOTHROREERELETF LILXT (AEG-120, ED-H60, AEU-210, (KGR
VERT) B FWCHEIE Le. £, BEIHORECESWTHMER GHEEL) 2EH
L7,
AT, BlE, RUE, RER, R LK, SR, MR, M, MK Ok
(2) FRFRERSIM AL
EEWICOWT, Bl%, BAREIREZ R - Bl L, RIS ELRIm L.
(3) FEMRE IR E
SEMOTRROEE - METEIL, 10%7MHY) JEEER V<) SRTEEL, K
F LT 7272 U, B BIE 77 AR (Bouin %) T, BREK & — & — it & £ Y K (Davidson
) TENEFNEER, 10%PHE ) IR RV VIRTRIF LT,
B ORI, /DR OB L2 S0E00), B, B, +=4h, 26, B Oz
BEEt), B, #ip, Eip, TR, B, BIR, MBI O IR, REK - —
F—ig, TEE, BRI (EERAVERT), [EBLUM, FBHE, 8, R LK,
AISIAR, F%, B8, BEBE, TERY oo%HEN, MBREIE D »oo8E, dBahRR CRBRARI AT
TR, BBE CKBEE), PIERAYEREML

12
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& 5 T % AR ENY) O FRFESS X UN 500 mg/kg BEOREMES B ORETE - MR, 25

xR R SO 2B ORI R ESHIIEEIf > T b3 ) oo O g
GEREPERL, SRl (R ~—F BT ROLERERL, SERLk.) %
DOFER, 500 mg/kg FEOMEMEDATIR, FURIR, HWOWE, LR/MRCERYEOEEN
Sthivizizs, G HARE T RAEEEM O 8, 30 33 X TF 120 mg/kg £ & BT BT T #
RS OREREO TR, BRI BT OBR, ER/MEIZ OV TENRE L. X
5 EIE R T RARSIENY) O E E E&HIE ORR, MO O ER TR L O
B BRENA DN 20, BRI T % ARS8 o FREE & 120 38 LUV 500 mg/kg
BEOMEOBIEIC W T b RE Lic, 2 2RRE ORRMEFIALIT O THIRHT
BRE LK. 7238, SH (E%ES 10105, 10106, 10206, 10403, 10506) @ H1Al L&/
EIZOWTIHE, BAZERT D Z &8 TE otz

. WEEHFHOARAT
HET XX, 2ELBREETHRAZHAEEM LR L. 3720 Bartlett 1512
X DENBHEORELZITV, A ELWERIE—REESBLSN, 28BBE L2V
% &1, Kruskal-Wallis DRE 21T -7z, BEMICERBRENRBD 57285613 Dunnett
3% 72 0E Dunnett RO Z HILEBRE 21T 72, 5T —F 1, axb O x “BRE Z{T\,
BEENRD bNIBEIE Amitage O ¢ “HRE TR L SHEM 2B L, 235,
— KB, AP LUOEEAET 2B L CREESRD oMb oo OetE
MBENTIZEERE L2 o 7o, BREKEIWTILL S%E L. Armitage @ x°* BRE L S—
VFNA 2= EAVAFR Y T MY 2T R, FOMIEa a2 - RT A
(MIiTOX, =HiEM Y AT LER) 2 FV T L.
AT ERRT O RER ZLL TR LT
ZELEMRE  ARE, BEE, MEESRBRE, LWBEFEORE, REE (RE,
LRE, TRUY DA AUDL, Zu—)), BREEE (BXTEES,
FAXT )
x RRTE © RIRE (pH, &8, 7 a—R, FMoAE, BY Ay, B,
TRy =), IREREIRT, REAARFRORE

13
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RS

. —H%IKEE (Table 1)

REBIOREHET L HIZ, BEIFDNRh -T2,

{KE (Figure 1, Table 2)
BEBIUEEEF & OIS, MER R ER S L OBICEEREIIROON
eholz,

BEEE (Table 3)
515 42500, 120 3B X U830 mykg BEOHETREE, $28, 363 LUN42 BIT 500

LU 120 mg/kg BEDLE TEED RO Sz,

MiRFRIFRE (Table 4)

BB TREORTE TIE, 30 mgkg BOBET~E /v UV BER I UA MO
BSIE, 500 mg/kg B TH/MREOBEER LU PT OEE, 500, 120 8L 08 30 mgkg
BHOMTHMERG 2R Y /7 B OE{E, 500 38 LU 30 mg/kg BEOMETH MERE 73
D EERIREE DI FB O LTz,

[EVEHARIAE T HEDRRZE T2, 120 mp/kg BFOMETHRMIRI, ~E/ v REB IV
~= h 7 )y MEOKREDRD OIZ,

IheDELD Db, FEHERTEICGED DI 30 mpkg HOHETO~E/n Y
VIBER XU AMBKOSEE, 120 8L U 500 mgkg HETHBO LA TRV &
b, [EEHAMKE TR bz 120 me/kg BEOMETORMEEL, ~T 7/ ae B,
~% h7 Yy MEOEAEIL, HSHBETRHIIED o T RN T & 7 IR E %
5 L IBhE O VEERIE & L7z,

M#E{L IR E (Table 5)
RS TRORE TIE, 120 mgkg HOMETFH M) 7 ADEMEHSED L.
[RI{EHARTAR TR DR T, 500 mg/kg BEOHET ALP O{RAE, 120 mg/kg B O iff THE
Y OBRERED AT,
14
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IO S G, BWEMRKTRHIZRD 672 120 mg/kg HEOMIZEIT 57 MY
7 LOIRAENE, 500 mgkg BETIIED SN TWRWIZ 26, EEMBMETEIZED
17z 500 mg/kg BEOMEIZISIT D ALP OIR{H, 120 mg/kg BEDMEIZ 31T 5 Ei% ) o D{E(E
REHME TR D LN TWRNZ 006, WFL L IR ERE L1180/
VME TR ZE L &l LT,

JR¥ZA (Table 6, 7)
B EHREEOREIZIRWNT, 500 3L 120 mgkg FEOMET pH OEKMARD S
lc. HETIIR B L HRYEREH L ORICERREIRD AR T2,
EEHIMEAGEDOREOREIZ R Tk, XREF SR EB 5 & OMICERREIT
BN ol.

. #AEESR (Table8, 9)

B SRR T ORI TIX, 500 mg/kg O TIFMOMBEMEROBMEARD b,

EIE AR TR ORE TiL, 120 mg/kg BEOM THIEOEMERE O, 500 mgke
B O TIENE O EE DKM D L.

INHDEND D B, BIEHEKTRIZERD DO, X5 & &R 5HIM
BTERCIFFED G TWRW I L0, IRMERE LIZBEED 2V VEFAELL & kT
L7z,

. JREEFREEIFT R (Table 10, 11)

WERHEICKEE T 2 BN SELRRBD oninoTz.

BRMELE LT, oG, HEORBIRERS, TEoElE, BIiGE R
JROBRIRIAS, FE5HRER LU EEEREK T RESEY THERM LR CEEMIc
wHohie.

. JREBFERR AR R (Table 12, 13)
WHRHEICERT 2 L BN DL, MEORIRIR, B ER/IMER X ORREICE
wohic.
BLIRHME THMBRENIZ RV T, FRIRER E AR OUNBMERE K A3, 500 mg/kg
15
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HOMHES 3FIEO LN, B EERLTHEZLALN. Blboi b Bk
BRTHE, IEHEREA SR/ ML U, JEAS L RRABRRIE N RIS LT e, kR ME T R O RE AR,
500 mg/kg BEDHE 4 FHIFRDO HAL, XTI THEFEELL LN, B L 2EM
T O EIIEsE LB LT e, EHERIRHE TRAENBIZ BV T FIRIR, &
IMEDOEALIL & BITHE LTV,

GRS T #AESIEIC BT, B O/ NE DOV AS K25, 500 me/kg BED
BB b, SREBEEREORRE, ARREBINOA 57z 500 mgkg OO
RPlg Tid, BEEHEMICEDD X2 2MBEOERLIIERS Shviado i,

30 mg/kg BEDIET, BIREOBLIED 3 FlIz0LNLED, ZOFXITEHEERT
BB LN ool ®d, WRIME & IIEEO WAL Ll U, OO AR
M E I OB FRBEHRI, HRMERSHOLTRAD LR, BERIIC—EDHER
BRHONRZDolelosd, WRINTE L IIED WL Ll L7z BRI T %42
FBINZBOT, BT ERREDOHER, AMNEETHBR AR L TEFEREEOL S
Tz 500 mg/kg BEOMEO BRI TIL, BRIZBD LN o7,

Z DM, RORRBE LR R, MIEOFRDEGREESNE M, FiOMEERM
7R - IR RAE 1 AR RE, AT ek oD IR B 14 AT Am AR RE A5 b - AR JE R v D AT BR AR AL -
SRR S P AN IR - /N ZETE - BRIDMEAT A ESE, BRI R BT AR -
B - SEALRARE LR OWFE - A %E LA OB - FEIZRITDREME Y 8k
R - REEEREIC R DHEILA, BE LEOREEY iR, FINERORRE M
U U EEE, TEREDT b BEORRRILE, FUURERORFTEMLR - [BRMEY 325k
B, REORELIROILE, HOE RT3 RIMEIRBME D iz, w5k
WIER G THEBICER L L0, WIN bR ERS & IO E R
AL & LT

16
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ERB LU

3, 3—ER(p—VAFATI/)T7x=0) —6-VAFATI/)T7HY K0, 8,
30, 120 3 X U¥ 500 mg/kg O A E THEHED Crj:CD(SD)IGS 7+ M(SPF)C 28 A IR {ERR 11 #
U, BNaEROBERIUVTEOEL R L.

FWERHEICER T 5 & B D BB MO FRER, Mo LE/MERB I UHFEIZZED 5
niz.

FIARMR F AR T, 500 mgkg FEOMEME O R IR - BATAR O DB HEAE K38 X OV
D ERMEEMADOIERAZD b, HRYHICERT2ELEBbhiz. BRIRERL
RHIRADRE AL, Fa2 OLFEMBERESIZL > TULIELEERESNDELTHY, T0%L
RBEROLEROFRBENVEARTICLDRTT 4 77 40— Ky ViERBEE L, #
BetE ORI _E AR ORI ASRE & A2 B[1,2]. Z o/ idbFEHEOHREE2 D4 B &
THET? EINTEY[2], SEOHARTY, KBRYHOREZHF T2 L TEMITH
KLTWe., LiL, SEOKRERZT TEEERMRIEXOBFZHLICTHZ L
T&RMole., ER/MEEHROERZ, FE/IMEOEEETTHEIZM S BT, BHBEKA
R, WINVVYLRZREDRKREEETH ZHKIZELD[3]). SEIORRTIE, BiE, B2
SIZERET AR D LY, MIRLERRETL O Y ARHEE ) B EICE{biX
HoiginoleZ b, EHBIEROREIIM OICE Lo Tk,

SEDORBR TR, FRIRIER EEHILOOBHEIR A, ML §12 500 mgkg BT
b, ER/AMETZHIFLOEAA 500 megkg FEQHEIZED Bz, ZN b0tk 54 h
T2 ETHELIEZEND, BREIIEETLI O LRI S.

500 mg/kg HEOHE 1 6] TRD ST/ EER OO FTHRIIE AL, RO THERSEAE
Lid7e b oo, FFEEEEOSERRD LN T WD Z &, THARITRVT 500 mg/kg
THHEOHBEEO®ENRBDONTNL I Lhh, HRYERGICERT2EM AL
.

HETRD DN BB OREMER, —MICHEEEMIZHE L 2 5 IEE L ITFE O mA~DOE
W Tharz e, BEIIIEFIROONR -2 00, BRYWHEHS & XEED
BFEME & H Lz,

MR FHIRE TFRD LA &R G T RO 500 mgkg BHOHEIZR T 2 M/ Mg o EE
B LU PT DR, REABFNRE TEMB LOTBICRRIZD bR ol Z &,
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BOMIRFAR L OEERNEMICREERBDO NN/l &b, WRIEKS &35
WORREE N EHM Lz, £, BMIKE DR TED LMD 500, 120 BL
30 mg/kg BETORMEREF Y A ERIEOEE, 500 £ XU 30 mgkg B O M MERS 725y
BERZIKEOMAEY, AMSKBICERIZZO N2 o7zl &, ) U BEIES R E 5 E 1 2
IR E 55 O FER| (4]0 P IR fE A 5| & e 2 RS R B S O B [SILER ) S
ST Z M, FERYHEKRS LITEE O BRI &R LT

B LA P ORME TR I HED 120 8 LU 500 mg/kg 30 pH ORAE (B tEAR]~
OEHE) 13, HTHpH ORFIXBD O ol Z &, RpH HES R 5WFE L LTH L
LADZOTRITHERY L2 &[6]7 5, WRYER Y & IR O3 BI04 & Hllkr
L.

— KR, FETHEHREFTEBOLN2 o1,

VU LED#HRNG, BHRMERSICERT D EEZNDLEH, ML L 500 mgkg B
THDBNZ., - T, FRBREMHTIZRITZ3, 3— YR (p—VAFALTI/)T7x=
V) =6 =V RAFNAT I T7EY FOEZER (NOEL) JHHE & b 120 mgkg &Il L7z,
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Twenty-eight-day Repeat Dose Oral Toxicity Test of
3,3-bis(p-dimethylaminophenyl)-6-dimethylaminophthalide in Rats

Study No. B010049

42 Day

g
500 T
450 +
400 +
350 +
300 4
250 4
200 4
- 0 mg/kg
150 + —— 8 mg/kg
100 + —%~ 30 mg/kg
—*-120 mg/k
50 4 9/kg
-—+-500 mg/kg
0 : + . 4 3 2
1 8 15 22 2829 36
Figure 1 Body Weight (Male)
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Study No. B010049

Twenty-eight-day Repeat Dose Oral Toxicity Test of
3,3-bis(p-dimethylaminophenyl)-6-dimethylaminophthalide in Rats

g9
350 +
300
250
200
150
100 4 —4— 8 mg/kg
—%— 30 mg/kg
50 + —*-120 mg/kg
—-500 mg/kg
0 % —+ s - +— '
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Figure 1 Body Weight (Female)
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Twenly-eight-day Repeal Dose Oral Toxicily Test of 3, 3-bis(p-dimethylaminophenyl)-6-dimethylaminophthalide in Rats

Study Xo. BD10049

Table 1 Ciinical Sign - Summary Male
Test Substance Day 1 ) 3 4 b 6 1 8 g 10 11 12 13 14 15 16 17
Dose {mg/kg) Findings Time 10 20 10 20 10 20 16 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 0 20 10 20 10 20 10 20
CvL Nember of Animals t2 12 (2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 (2 12 {2 2 ¢ 2 12 12 12 12 11 12
0 %o Abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1% 12 12 12 12 42 12 12 17 12 17 47 42 12 12 12 12 12 12
CvL Number of Animals 6 6 6 6 6 6 o6 6 6 6 o6 6 6 6 6 6 6 6 6 6 6 6 6 & 6 & b6 b6 6 6 & 6 b &
3 No Abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 & 6 b6 6 6 6 6 & 6
CVL Nomber of Animals & 6 6 6 6 6 6 6 6 & 6 6 6 6 6 6 6 &6 6 6 6 6 6 6 6 6 6 b6 & & 6 6 & 6
30 No Abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 & 6 6 6 65 6 6 b6 6 6 6
VL Number of Animals 12 42 12 12 12 12 17 12 12 12 12 42 12 12 12 12 42 12 %2 12 12 12 12 17 12 12 12 12 12 1% 12 11 12 12
120 No Abnormality 12012 12 12 82 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 32 12 1% 12 12 12 17 12 12 1l i2 12 42
CVL Number of Animais 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 42 12 12 12 12 12 12 32 12 12 12 12 i2 12 12 2 12 12
300 No Abnormalily 12 12 42 12 12 2 12 12 12 12 12 12 12 12 12 12 12 12 12 iZ2 12 12 12 12 12 {2 12 2 (2 12 12 2 (2 12
Test Substance Day 18 19 20 21 22 23 24 25 26 " 28 29 30 31 32 33 34 3% 36 37T 33 39 40
Dose (mg/kg) Findings Time 10 20 (0 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
(VL Number of Animals 12 12 12 17 12 12 12 12 42 12 12 12 12 12 12 12 12 2 12 12 12 12 12 6 § 6 6 6 £ 6 6 §5 £ 6
0 No Abnermalily f2 12 12 12 12 12 12 12 12 12 12 12 {2 12 12 12 12 {2 12 12 12 1 12 6 6 6 6 6 6 6 6 & 6 &
CVL Number of Animals 6 6 6 6 & 6 6 6 & 6 6 6 b6 6 6 6 6 6 6 6 6 6 6
b} No Abnormality 6 6 6 6 6 6 6 6 b6 6 6 & 6 6 6 6 6 6 6 6 6 b6 6
CvL Number of Animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
30 No Abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6 & 6 6 6 6 6 & 6 6
CvlL Ninber of Animals (212 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 {2 12 12 {2 12 12 6 & & 6 6 & 6 6 6 6 &
120 No Abnormality (2 12 §2 12 12 12 12 12 12 12 12 12 %2 12 12 12 12 12 32 i2 12 12 12 6 6 6 &6 6 6 6 6 & 6 &
(VL Number of Animals 12012 12 12 3% 42 02 12 12 12 %) 0% 12 12 12 12 12 §2 12 12 12 itz 12 6 6 6 6 6 6 5 6 6 G B
500 No Abnormality 12012 12 12 12 12 12 12 12 12 12 32 12 12 12 12 12 12 12 12 12 12 12 6 6 6 6 6 6 & 6 6 & &
+ . Presen!: 1, Slight; . Moderate: , Severe:
Time 10, Just before dose; Just after dose;

Signilicantly di{fereri from conlro!

1 4, P<0.09; #4, P40 0L



Twenly-eight~day Repeat Dose Oral Toxicily Test of 3, 3-bis(p-dimethylaminophenyl)-6-dimethylaminophlhalide in Rats

Study No. BOIDD4Y

Table | Clinical Sign - Summary Male
Test Substance Day 41 42 43
Dose (mg/kg) Findings Time
CVL Number of Animais 6 0 6

0 Yo Abnormality 6 6 &
CvL Number of Animals
8 No Abnormality
VL Number of Animals
30 Vo Abnormality
CYL Nomber of Animals 6 6 6
{20 No Abnormality 6 6 6
CVL Number of Animals 5 6 6
500 No Abnormalily 6 6 &
t . Present: 1, Stight; . Moderale; . Severe;

Signilicantly diflerenl from conlrol

24, PO 05 33, PER 0L
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Tweniy-eighi-day Repeat Dose Oral Toxicity Test of 3, 3-bis{p-dimeihvlaminophenyl)~6-dimethylaminophthalide in Rats

Study No. BO1GO49

Table | Clinical Sign - Summary Female
Test Subsiance Day 1 2 3 4 5 6 7 8 9 10 i1 12 13 14 15 16 ¥
Dose (mg/kg) Findings Time 10 20 10 20 10 20 10 20 0 20 10 20 10 20 10 20 10 20 10 26 {0 20 10 26 10 20 1D 20 10 20 10 20 (0 20
VL Number of Animais 12 12 12 12 {2 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 %2 12 12 12 12 1z 1z 12 12 12 12 12 12 12
0 No Abnormality 12 12 12 12 %2 12 12 12 32 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
CVL Number of Animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 & & & & 6 & B
8 No Abnormality 6 6 6 6 & 6 6 & 5 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 & & & & 6 & 6
CVL Number of Arimals 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 5 6 & & 6 b6 &
30 No Abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 & 6 6 B 6 6 6
CVL Xumber of Amimals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1% 12 12 112 12 12 12 12
120 Yo Abnormality 1212 12 12 12 12 12 12 12 {2 12 12 12 42 %2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
CVL Number of Animals 12 12 12 12 12 12 12 12 12 {2 12 12 12 2 2 12 12 12 12 12 12 {2 12 12 {2 12 12 12 12 iz 12 12 12 12
500 Yo Abnormalily 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12 12 2 112 12 12 12 12
Test Subsiance Day 18 18 20 1 22 23 21 25 26 17 18 29 30 31 32 33 34 35 36 3T 38 39 40
Dose (mg/ke} Findings Time 0 20 10 20 1D 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
Cvl Xumber of Animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 6 & 6 & &6 6 6 6 & & 6
0 Xo Abnormalitly 12 012 12 12 12 12 12 12 12 12 {2 12 12 12 12 12 12 12 12 12 12 12 12 6 6 6 6 & 6 6 6 6 & 6
CVL Number of Animals § 6 6 6 6 &6 6 6 6 6 6 6 6 6 6 6 6 6H 6 6 6 &5 b
8 No Abnormalily 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 85 6 & 6 8§ 6
CVL Number of Animals 5§ 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
30 No Abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 & 6 b6 6
VL Number of Animals 12 12 12 12 12 12 t2 12 12 42 12 12 12 12 12 12 12 12 12 12 12 12 i2 6 & 6 6 6 6 6 6 6 6 &
120 No Abnormalily 12 12 12 12 12 12 2 12 12 12 12 12 12 12 12 12 12 12 12 12 {2 12 12 6 6 6 6 6 6 6 6 6 & 6
CVL Nomber of Animals 12 12 12 42 12 12 12 12 12 12 12 12 12 12 42 12 12 42 12 42 12 12 12 6 6 6 6 6 6 6 6 6 & 6
500 No Abnormalily 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 6 6 6 6 6 6 6 6 6 & 6
+, Present; 1, Slight: 2 . Moderate: 3. Severe:
Time 10, just before dose: Time 20 . Just affer dose:

Significanlly different [rom conirol

1 #1040, 05; ++ P{0.OL



Twenly-eight-day Repeat Dose Oral Toxicity Tesl ol 3. 3-bis(p-dimeihylaminephenyl)-6-dimethylaninophibalide in Rats

Study No. B010049

Table 1 Clinical Sign - Summary Female
Tesi Substance Day 41 42 43
Dose{mg/kg} Findings Time
CvL Number of Animals 6 6 6

0 Ne Aboormality 6 6 6
cvL sumber of Animals
8 Mo Abnormality
CvVL Number of Animals
30 No Abnormality
Cy¥L Number of Animals 6 6 6
20 No Abnormality b 6 6
CYL Number of Animals 6 6 6
200 No Abnormality 6 6 b
+, Present; 1. Stight; . Moderate; . Severe;

Significantly dillerent {rom control

o+ PC0.09; #4, B0 01,




Twenty-eight~day Repeat Dose Oral Toxicity Tes{ of 3, 3-bis(p-dimethylaminophenyl)-6~dimethylaminophikalide in Rais

Siudy No. BO1004Y

Table 2 Body Weight - Summary Unit @ g
Test Substance  Day | 3 15 12 28 28 36 42
Dose {mg/kg)
CvL Mean 168. 2 231. 8 288.7 3313 370.9 376. 2 407. 3 428.2
0 S.D. 6.1 8.1 10.8 18.2 21. 8 18.1 25. 25. 6
n 12 12 12 12 12 ] 6 6
CVL Mean 167. § 234. 8 1978 35L5 389.3
8 S.D. 11 13.1 17.5 L35 2.9
R 6 6 6 6 ]
CYL Mean 187. 5 237 296. 0 347.0 3810
30 S.D. 7.6 11.8 17.% 21 22.0
n § 6 6 6
(VL Mean 166. 7 2317 295. 1 352. 4 390. 8 399.5 4317.5 464. 3
120 S.D 59 7.3 15.4 24. 4 29.3 24. 4 33. 8
n 12 ¥ 12 12 12 6 6 6
CYL Mean 168. 8 237.0 298.9 354. 3 392.3 401.7 431.8 466. 3
500 S0 5.8 9.6 14.7 22.3 5.7 3.9 313 3.0
n 12 12 12 12 12 6 B 6

Significanily diflerent from control

o %, P<0.05; #%, PC0. 0L

-



Tweniy-eighl-day Repeai Dose Oral Toxicily Test of 3 3-bis{p-dimethyiaminophenyl)-6-dimethylaminophthalide in Rals Study No. BO10049

Table 2 Body ¥Yeighl - Summary Female Unit © g
Test Substance  Day i S 15 22 28 28 36 42
Dose {mg/kg)
(L Mean 140,17 176. 6 203. 1 226. § 247.3 241.2 2583 270.3
0 S.D. 6.8 9.8 12. 4 14. 8 15.7 19. 8 26. 1 23.8
n 12 {2 12 12 12 6 6 6
CVL Mean 1415 17 207.0 236. 7 257. 8
8 S. D 7 1.7 18.3 18.0
n il 6 6 6
cvL Mean 143.0 181. 7 206. 3 226.5 246. 7
30 S.D. $.2 18.8 14.1 1.1 14.6
n 6 ] 6 i) 6
VL Mean 140. 5 178.3 2033 231.5 245.3 235. 256.5 211,
120 S.D. 6.2 14.3 15. 6 2.5 4.2 20 19.0 24
n 12 12 12 12 12 b
VL Mean 140. 4 182.0 205. 8 229. 8 252.3 253.2 273.2 289.0
500 S.D. 6.1 12.7 1.4 6. 8 21. 8 8.5 32.8 9.4
n 12 12 12 12 12 6 6 6

Signilicantly different from control L P<O.05; #5 P<O. 0L

”



Twenty-eight-day Repeal Dose Oral Toxicity Tes! of 3. 3-bis(p-dimethviaminophenyl)-6-dimethylaminophthalide in Rais
Food Consumption ~ Summary

Study No. BOIOCAS

Unii : g/animal/day

Day

8

Tahie 3
Test Substance
Dose (mg/kg)
vl
0
CVL
8
CVL
30
Vi
120
CvL
500

Mean
S.D
n

Mean
5.
n

Mean
S.D.
n

Mean
S.D.
n

Mean
S.D.
1

20. 33
0. 83
b

1. 30
L 30
3

21. 53
0.92
3

20.95
0.48
6

21. 38

0. 87

b

o
@ — an

oo

o
— -1

Significantly dilfferent {rom control

14, PC0. 05 #% PCO. 01



Twenly-eight-day Repeal Dose Oral Toxicity Test of 3, 3-bis(p-dimethylaminophenyl)-6-dimethylaminophthalide in Rals Study No. B0I10049

Table 3 Food Consumplion - Summary Female Unil : g/animal/day
Tesi Subslance Day 3 15 22 18 36 42
Dose (ng/kg)
CvL Mean 16. 35 16. 60 17,51 19. 10 17. 70 17.50
0 S.D. 0. 69 0. 86 0. 64 0. 56 1. 61 1. 06
1 ] 6 6 8 3 3
CVL Mean 16. 13 16. 70 18. 50 19.93
8 $.D 0.61 0.79 1.23 0.51
n 3 3 3
CVL Mean 16.53 16. 50 17.13 18. 37
k¥ S. b 2.32 1. 08 0. 81 0. 87
1 3 3 3 3
(VL Yean 16. 63 16. 70 17. 62 18.78 18. 23 17. 83
120 S0 .42 1. 40 1. 56 1. 84 1.53 I.54
n ] 6 6 6 3 3
C¥L Mean 17. 10 17.35 18.08 19. 37 19.00 18. 30
000 S.D 116 113 1. 51 1. 34 .99 .81
n ] 6 6 6 3 3
Significanily dillerent from control 4, P{0.05; #+, P<0. 01



Twenty-eighl-day Repeat Dose Oral Toxicily Test of 3 3-bis{p-dimethylaminopheny})-6-dimethylaminophthalide in Rats

Study No. BO10049

Table 4 Hematology - Summary Male
Test Subsiance Red Biood Hemoglobin Hematocrit MCV MCH MCHC Platelet Reticulocyie T
Dose (mg/kg) Cell Count conc. Count Ratio
x10E6/ 1t g/dl % iL ng % xi0E3/ uel. % sec
feek 5 Week 7 Week 5 Week 7 Week & Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Veek 7
(VL Mean 7. 767 8. 347 15. 00 15. 47  46.33 4707  59.65  56.40 19.30 1855  32.38 3288 117427 1153.8 .65 217 15. 78 16. 00
0 SD 0.335  0.254 0.59 0.36 1. 86 1. 28 0. 85 1.59 0.30 0. 51 0.29 0.32 79.1 98.0 0.3 0.28 0.26 0.28
n 6 6 § 6 6 5 6 6 6 6 ] 6 ] 6 § 6 6 6
CVL Mean 7.732 14. 98 45.57 58.95 19. 38 32. 88 1087. 7 2.83 16. 22
8 5D 0. 262 0,29 I. 63 1. 18 0.58 0.92 104. 2 0.33 0. 83
n ] 6 6 [} 6 6 6 ] 6
CVL Mean 7.942 15. 67¢ 47.62 59,08 19. 73 32.88 1245. 0 2.63 15.9
30 S.D 0.274 0. 31 0.84 .59 0.59 0.29 101. 8 0. 24 0. 75
n 6 § ] 6 ] ] 6 ]
CVL Mean 7.833 8. 283 1485  15.38  45.90  46.72 5868  56.40 1910 18.62 3258  32.98 1307.8 12027 2. 93 2.45 15,70 16.70
120 S.D. 0.519 0. 154 0.60 0.25 1. 98 0. .37 1. 69 0.59 55 0.32 0.22 79,1 102.2 0. 39 0.29 0. 65 0.50
n 6 [ (i} 6 6 6 [ 6 6 6 5 6 § § 6 § 6
CVL ¥ean 8020 8302 1518 1813 46.87  46.00  58.50  55.48 1897 1825  32.3%8 3290 1353.8% 11528 2. 62 2.30 i7. 134 1648
500 S.Db 0.243  0.348 0.23 0.27 1. 07 0.99 1. 66 2.4 0. 47 0.67 0.38 0.25 183.0  142.8 0.34 0.29 .55 0. 66
n 6 6 ] 6 6 6 ] 6 6 6 6 6 6 6 ] 6 6 6

Signilicantly dilfereni f{rom conirol 4, PO 05; #% PC0. 0L



Tweniy-eight-day Repeat Dose Oral Toxicity Test of 3, 3-bis(p-dimethylaminophenyl)-6-dimelhylaminophthalide in Rats

Study No. B010049

Table 4 Hematology - Summary Male
Test Substance APTT
Dose (mng/kg)

sec

Yeek 5  Yeek 7

CvL Mean 16. 22 17.80
0 S.D 0. 44 0. 35
n 6 6
(VL Mean 17. 36
$§ S.D 0.93
n 6
(VL Mean 16. 98
30 S.D. 0. 54
n ]
CVL Mean 17. 43 16. 37
120 S.D. 1.3 1. 52
n ] 6
CVL Mean 17. 43 15. 97
500 S.D. 0. 74 0. 96
n 6 [}
Significantly different from control 4 P<0.05; #4, PCD.OL.



Tweniy-eighi-day Repeat Dose Oral Toxicily Tesi of 3, 3-bis(p-dimethylaminophenyi)-6-dimethylaminophthalide jn Rais Siudy No. BO10049

Table 4 Hemalology - Summary Male
Tesi Substance Khite Blood Lymphocyte Neutrophilic Neuirophiiic Eosinophil Basophil Monocyle
Dose (mg/kg) Cell Count Segmenied Band

x10E3/ 1l % ¥ ¥ % % %

Veek 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7

CvL Mean 8420 4. 590 91. 65 90. 48 5.52 7.02 4.00 0.00 (.83 1.33 0.00 0.90 .90
0 S.D 1. 575 1. 948 .18 2. 43 .75 1. 80 0.00 0.00 0.75 .21 0. 00 0.00 2.53
n ] 6 § ] 6 6 6 b 6 6 6 6 6
CVL Mean 8. 483 93. 63 470 0. 17 0. 50 0. 00
§ S.D 0. 457 2.91 . 0. 41 0.55 0. 00
n b ) b b b ]
CvL Mean 11, 163# 93. 98 492 9. 00 0. 83 0. 06 117
30 S.D 0. 708 323 3.36 0. 00 0.75 0. 08 0.15
n 6 [} [} [} 6 [ 6
(W9 Mean §.097T 12.8t7 93.13 90. 32 5.53 7.02 0.08 0.00 3 1. 00 0. 06 0. 00 0. 50 1. 67
120 S.D. 2121 3167 .63 1. 74 2.27 237 0.00 0.00 0.75 0.89 0.00 0.00 0.55 0. 82
n 6 b 6 [] [ § 6 6 6 6 6 6 b
VL Mean 9698 10.642 8167 9300 6. 67 5 83 0.00 1 0. 83 0.33 0.00 0.00 0. 83 67
500 S.D 2. 160 3. 41 5. 20 341 5. 20 2.48 (.00 0. 41 0, 82 0. 00 0. 00 0. 75 052
] 6 6 il 6§ § [} 6§ 6 6 § 6 6 6 6
Signiflicantly differeal {rom control o %, PC0.09; % PLO.0L.



Tweniy-eighl-day Repeal Dose Oral Toxicity Test of 3.3-bis(p-dimethylaminophenyl)-6-dimethylaminophthalide in Rats Study No. BO10043

Table 4 Hematology - Summary Female
Test Substance Red Blood Hemoglobin Hematocrit MCY MCH MCHC Platelel Reticulocyte PT
Dose (mg/kg) Cell Conni COTC. Count Ralio

x1066/ ul g/dL % fL pg % $10E3/ ul % ses

Week §  Week 7 Week & Week 7 Week 5 Week 7 Week 5 Week 7 Week b Week T Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7

CVL Mean 1. 305 8. 213 14. 38 15. 48 42.9 45. 21 58. 73 55. 07 19. 70 18. 82 33. 57 3420 11B8.7T 1156.3 2.20 2.02 17. 00 16. 93
¢ S.D 0. 365 {. 466 0.75 1. 18 214 3.53 121 1.82 0. 43 0. 69 0.19 0. 44 63.5 59.5 0. 57 0. 50 1. 34 0. 68
1 ] ] § 6 8 6 ] 6 § 6 ] 5 b 6 6 ] 6
VL Mean 7. 365 14. 30 43.02 58. 4 19. 72 33.68 1214. 3 2.43 16. 50
§ S.D 0. 373 0. 66 1. 61 0. 95 0.25 0.40 113.3 0. 60 0. 69
n § b 6 6 6 6 6 b )
(VL Mean 1417 14. 23 42. 55 57.40 19. 20 33.45 179 15. 95
30 S.D 0. 361 0. 43 1. 27 .39 0. 42 0.29 87.2 0. 19 0.15
n ] 6 6 6 6 6 6 6 6
(873 Mean 1. 212 TLHTy 140 14.37¢¢ 42,20 42.08+ 58.02 55. 05 19. 73 18. 77 34.00 3410 1214.8 11328 2.27 2. 65 16. 93 16. 95
120 S.D. 0.140 0.278 0.34 0. 30 0. 92 0.90 I.28 1. 53 0. 54 0. 58 0.32 0.38 H27 82.4 0.39 0. 40 L3 0. 59
0 6 6 8 8 6 ] 6 6 6 6 B 6 6 B ] 6 b 6
oL Mean 7368 U5 462 173 43200 4260 5867 5497  19.87  19.00 3385 3452 1289.2 11387 L5 .40 17.00 16. 4
500 8D 0. 375 0. 247 0. 63 0. 44 218 1. 40 1. 96 1. 48 0. 73 0. 53 0. 66 0. 48 149. 7 18§ 0.30 0. 48 0. 8 28
n [} L] 6 5 6 6 L] [} 6 ] 6 [} 6 [} [} 6 b )
Significantly different from conirol 1 4, P<0.05; #3%, PCD. 0L



Tweniy-eighi-day Repeal Dose Oral Toxicity Test of 3, 3-bis{p-dimethylaminophenyl)-6-dimethylaminophthalide in Rats

Study No. B0:0049

Table 4 Hematology - Summary Female
Test Substance APTT
Dose (ng/kg)
sec
Reek 5 Week 7
CvL Mean 14,73 14. 52
¢ 8D 1. 29 {. 64
n ] 6
CYL Mean (3. 42
§ S D .19
1 6
CVL Hean 14. 17
30 SD 1.5
n
CvL Mean 13. 80 14.4
120 S.D L34 1. 50
n ]
CVL Mean 14, 32 i
500 S.D 0. 86 1.50
n ]

Significantly different from control

© %, PK0. 05 ++ PO 01




Twenty-eight-day Repeal Dose Oral Toxicily Test of 3, 3-bis(p-dinethylaminophenyi)-6-dimethylaminophthalide in Rats

Study MNo.

BG10043

Table 4 Hematology - Summary Female
Tesl Substance ¥hile Blood Lymphocyle Neulrophilic Seutrophilic Eosinophil Basophil Monocyle
Dose{ng/kg) Cell Couni Segmented Band
x10E3/ 1L % % %
Beek 5 Week T Week 5 Week 7 Week 5 Week 7 Veek 5 Week 7 VWeek & Week 7 Week d Week 7 Week 5 VWeek 7
(VL Yean 2.498  7.6%8  83.65  92.48 7.6 4.85 0.00 0.00 0. 67 0. 67 0. 00 0.00 2.00 2.00
0 SD 1. 966 1. 400 5. 31 3. 61 3. 21 2.72 0.00 0. 00 1. 03 0. 82 0.00 0.00 219 2.28
n & 6 § ] ] 6 6 ] 6 ] 6 i ] 6
CVL Mean 6.8 93. 32 517 0.00 0. 33 0. 00 118
8§ S.D 1. 739 l. 76 2.32 0.00 0.52 0. 00 08
n 6 6 6 6 ]
CVL Mean 7. 342 93, 17 3. 50% 0.60 0. 50 0. 00 0. 83
30 S.D 2. 63 3.25 3. 15 0.00 0. 55 0. 00 0.7
n 6 ] 6 6 6 6 ]
CVL Mean 8. 162 337 94 98+ 91.80 3.8 6.03 0.00 0.17 0. 67 0.83 0.00 0. 00 0.50 1. 17
120 S.B. 1. 875 1035 i 82 4,16 1. 49 2.93 0.00 0.41 0. 82 0.75 0.00 0. 00 0. 84 0.98
n 6 6 ] 6 6 6 6 ] ] ] 6 6 6 6
(VL Mean 7.470 8642  95.67¢  92.00 3.0+ T.00 0.00 0.17 0. 67 0. 67 0.00 0.00 0.1 0. 17
500 S.D 2.017 1. §5% 2. 5§ 3. 16 2. 59 2. 83 0.00 0. 41 0.82 0. 52 0.00 0.00 0.4 Q. 41
n § ] 6 ] 6 6 6 b 6 ] ] 6 6

Sigrificantly dilferent from control

© 4, P<0.05; #+, PCO. 0L



Twenly-eight-day Repeal Dose Oral Toxicity Test of 3, 3-bis{p-dimethylaminophenyl)-6-dimethylaminophthalide in Rats

Study No. BO1D0D4S

Table 5 Blood Chemistry - Summary Male
Tesl Substance ASAT(GOT) ALAT{GPT) 76T Total Urea Glucose Tolal
Dose (mg/kg) Bilirubin Nitrogen Cholesterol
U/ UL ng/dL mg/dL ng/dL ng/dL
¥eek 5 Week 7 Week & VWeek 7 Week 5 VWeek 7 ¥eek 7 Week 5 Week 7 Week § ¥eek 7 Week 5 Week 5 Week 7
CVL Mean 108. 2 102. 5 30.0 32.5 0.0 T 57417 0.10 0.10  14.88 0.23 1240 48. 8 52.5
g SD 26. 4 12.0 5.4 4.8 0.0 6 812 0. 00 0. 00 1.78 0.05 L7 8.5 1.6
n 6 b ] ] ] 6 6 6 ) 6 6 ] )
CVL Mean 108. 7 33.8 0.3 0.10 15. 10 124. 8 44,3
3 Sb 10.5 53 0.5 .88 13.2 4.9
n 6 6 6 ] 6 ] 6
CvVL Mean 196. 5 3.8 0.2 0.08 15. 9 126. 7 47. 8
30 S.D 25. 2 1.3 0.4 0.04 1. 54 .7 9.1
n B 6 6 ) 6 B
CvL Vean 97.5 106. 2 2%.0 30.8 0.2 0.8 520. 7 0.10 0.10 1502 0.25 1227 44.3 50. 2
120 S.D. 14.0 18.7 30 4.7 0.4 0.8 4.2 0.00 0. 6 1. 95 0. 05 0.1 1.7 9.4
n 5 [} 6 6 6 6 6 6 f 6 ] 6 6
CvL, Mean 108.5 125. 8 312 30.8 0.1 0.8 4230t 0.07 0.i0 158 0.22  125.5 0. 43. 7 48.0
500 S.D 12.5 8.8 4.3 50 0.3 0.8 83.4 0. 0% 0. 00 1.75 0.0 13.8 7. 10. 1 3.9
n § [} 6 6 ] 6 6 6 [ i 6 6

Signilicantly different from control

T %, PC0. 05; #4, <001



Twenly-eighi-day Repeal Dose Qral Toxicily Tesl of 3 3-bis(p-dimelhyiamizophenyl)-6-dimethylaminophthalide in Rats

Study No. B0O10049

Table § Biood Chemistry - Summary Male
Test Substance Triglyceride Total Albumin A/G Ralio Calcium [norganic Na K (1
Dose (mg/kg) Prolein Phosphorus
mg/dL g/iL g/dL mg/dL ng/dL mmol/L mmo /L mmo /L
Week 3 Week 7 VWeek 3 Week 7 Week & Week 7 Week & Week 7 Week 5 VWeek 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 ‘Week 7
CVL Mean 4.7 29, 6. 23 6. 62 3. 23 3.40  1.080 1.058  10.00 9.97 9.38 8. 43 148. 2 148.5 4.35 455 105. 5 105. 8
0 SO 15. 8 10. 0 0.18 0. 34 0.10 0.15  0.018  0.041 0.21 0. 30 0. 48 0.3 0.3 1.8 0.16 D.18 1.5 2.1
n 6 ] 6 6 ] 6 ] 6 6 6 6 § 6 ] ] 6 b 6
CVL Mean 8.7 6. 40 335 1. 085 10. 10 9.57 147.5 4.3 105. 2
8§ 5D 12.3 0.20 0.16 074 0.13 0. 58 0.5 0.18 0.4
n 6 8 6 6 ] [} ] ] 6
CY¥L Mean 36. 9 . 45 3. 27 1. 04 10.0 .57 147.7 4.53 105. %
30 S.D 15.4 0.16 0. 08 0. 033 0.12 0.33 0.5 0.29 1.0
n ] 6 6 6 6 ] 6 §
CVL Mean 46.5 2.0 6. 38 . 58 3. 33 3.33 1.078 1.032 10. 08 10. 05 9.32 8. 72 147.3 i43.9 4. 80 1.53 105. 7 106. 3
120 S.D. 17.7 16. 6 0.25 0.10 0.18 0.08 . 084 0.070 0.23 0.19 0.27 0.52 Lo 0.0 0.19 0. 12 1.0 1.2
n 6 6 8 8 6 6 6 6 6 6 6 3 6 6 8 6 § ]
CYL Mean 3.5 40.7 6. 63 6. 67 3. 42 3. 35 {. 072 1.002 i0.08 10.0 9.05 873 148.3 148. 8 4.4 4.53 106. 8 107.0
500 S.D. 7.3 19.7 0. 50 0.22 0. 26 0.12 . 090 . 049 0.45 0.1 0. 37 0. 3% 1.2 N8 0.18 0.22 2.0 0.9
n 6 6 6 § 8 ] 6 § 6 ] ] 6 6 6 6 6

Significantly diflerent from conttol

D% PC 05+, P0. 01
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Twenty-eight-day Repeal Dose Oral Toxicity Test of 3, 3-bis{p-dimethvtaminophenyl)-6-dimethylaminophthalide in Rals

Study No. BO1004§

Table § Biood Chemisfry - Summary Female
Test Substance ASAT(GOT) ALAT(GPT) 76T Total Urea Creatinine Glucose Telal
Dose (mg/kg) Bilirubin Nitrogen Cholesterol
/1 /L ng/dL mg/dL ng/dL ng/dL me/dl
Week 5 Week 7 TWeek § Week T Week 5 Week 7 Yeek 5 Week 5 Week 7 Week 5 Week 7 Week 5 VWeek T Week 5 Week 7
CV¥L Mean 101.3 {24.5 4.0 22.3 1.9 0.08 5. 97 [6. 05 0. 28 0.32 115. 8 118. 7 56.3 58. 2
6 S.D 13. 4 7.1 3.3 3.4 0.6 0.04 5. 91 2. 63 0.08 0.04 15.4 1.6 7.9 i0.2
! b ] ) ] 6 b b 6 6 6 b 6 ] b
CVL Mean 126.3 23. 8 0.3 0.10 15.18 0.30 116. 2 4.8
8§ S.D 25.5 31 0.5 0.00 1.19 0.06 10.17 13.0
n 6 6 6 6 6 6 6 5
CVL Mean it5.0 22.2 0.5 0.07 15.17 0.28 122.2 59. 7
30 S.D 19.6 5.4 0.5 0.05 .94 0. 04 18.3 11.6
n § 6 6 6 6 6 6 6
CVL Mean 108. 5 110, 7 .7 24.3 0.8 .G 0.03 15. 40 17. 35 0.25 0.32 116. 0 1312 67.3 52.3
120 S.D. 17.5 3.9 2.9 L1 0.8 0.6 0. 05 216 291 0.05 0.04 25. 8 16.3 14.7 14.9
n 6 b 6 B 6 6 6 ] & 6 B 6 6 6
YL Mean 110.8 109. 8 232 24.3 0.7 0.5 0.02 21.97 15. 87 0. 35 0. 30 106. 5 129.5 1 60. 5
500 S.D. 15.2 4.5 34 2.9 0.5 0.5 0.04 8.73 3.02 0.12 0.00 15.2 23.5 5.0
n 6 [} § 6 6 6 6 ] [ 6 & 6 ] [}

Significantly diflerent from conirol

o #,P€0. 05; #%, £<0. OL.



Twenty-eight-day Repeal Dose Oral Toxicily Tes! of 3, 3-bis(p-dimethylaminophenyl)-6-dimethylaminophthalide in Rats

Study No. BOIGO49

Table § Blood Chemisiry - Summary Female
Test Substance Trigiyceride Total Albumin A/G Ratio Calcium Inorganic Na K Cl
Dose (mg/kg) Prolein Phosphorus
mg/dL g/dlL g/dl ng/dL mg/dL mmo /L mnol/L mno | /L
Week 5 Week 7 Week & Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week & Week 7 ¥eek 5 Veek 7
¢VL Mean 10.5 127 6. 40 6. 50 342 347 1129 1108 9.5 9.72 3. 10 7.83 1415 W47 4.10 467 1087 107.3
0 SD 4.4 6. 4 0.20 0. 24 0. 10 0.15 0.042 0.0% 0.27 0.59 0.57 0. 86 0.8 0.5 0.09 1. 47 1.9 1.5
n 6 6 ] ] 6 6 6 6 6 6 6 ] ] 6 6 6 6 &
(VL Mean 15.2 6. 43 3.3 1. 095 9. 77 8.23 146. 3 421 106.9
8 S0 9.% Q.15 8. 19 8037 Q.24 0.9¢ 1.0 6.2% 1.4
n § § ] ] 6 ] ] 6 g
CVL Mean 15.0 6. 33 3.3 (N 9. 72 7.90 147.3 4.08 107.8
30 S.D 8.2 0.21 0.10 . 065 0.35 0.96 1.0 0.28 1.8
il 8 & 6 6 6 6 [ 8 g
VL Mean 17 12.2 6.4 6.58 3. 38 3. 38 1127 1. 057 9.95 9. 48 8. 50 6.80% 1458+ 148.2 413 107.3 109. 5
120 S.D. 2.4 6.4 0. 51 36 0. 27 0.25 0061 0.064 0.19 0. 36 0.38 0.33 1.2 (.o I 1.4 0.8
n 6 B 6 6 ] 6 6 ] 6 ] ] 6 6 ] 6
VL Mean 1.7 145 6. 45 6.70 3. 38 383 LIT 0 1,130 9.77 9. 85 8.20 7.30 7.3 1415 4.17 413 1083 10T %
500 S.D. 0.8 3.1 0.20 0.45 0.12 0.21  0.052  0.045 0. 48 0. 36 0. 51 0.34 0.8 .0 0.32 0.16 0.8 .5
i 6 § ] 6 6 6 ] ] ] ] 6 ] 6 6 ] 6 6 6

Significantly different from conlroi

ok <005 #+ PO 01
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Tweniy-eight-day Repeal Dose Oral Toxicity Tesl of 3, 3-bis(p-dimethylaminophenyl)-6-dimethylaminophthalide in Rats

Study No. B010049

Table 6 Urinalysis - Summary Male
Test Substance pH Proiein Glucese Kelones Bilirubin Occult Blood
Dose (mg/kg)
505560657.07.58085>9 - -1+ I+ 3 - - WM - /-1 1 3% - M N SR 7 b S B
Feek 4 Week 4 Yeek 4 Yeek 4 Feek 4 Yeek 4
CVL
0
n 00 0 0 o0 § 0 0 2 4 0 0 8 0 0 0 D 1 4 1 0 0 6 0 0 0 6 0 0 0 0
CVL
3
i 6 0 0 0 9 50 113 10 6 0 0 0 0 7 4 0 0 0 6 0 0 0 6 0 0 0 0
CvL
30
n 9 9 0 0 4q 6 ¢ 0 2 4 0 0 6 0 0 0 O 1 4 1Y 0 O 6 0 0 O 6 0 0 0 0
CVL
120
n 6 0 0 0 ¢ 6 0 0 0 5 1 0 6 9 0 0 O 03 3 0 0 6 0 0 9 6 0 0 0 ¢
CvL
500
n 0 ¢ 0 0 0 6 0 I 9 5 0 0 6 0 0 0 0 I 3 2 0 0 6 0 0 0 6 0 0 0 0

Significanliy differept from control

3, P<0. 05+, PO, 01

Al



Twenly-eight-day Repeal Dosc Oral Toxicily Test of 3 3-bis(p-dimethylaminopheayl)-6-dimethylaminophihalide in Rals

Table 6 Grinalysis - Summary

Male

Study No. B010049

Test Substance Grobilincgen
Dose (mg/kg)
El/dI
0.11.02.040>8
Feek 4
(VL
0
n 4 2 0 0 0
CVL
S
n 4§ 2 0 0 0
CVL
30
i 5 10 0 0
(VL
120
1 4 2 0 0 0
CYL
500
n 6 0 0 0 0

Significantly different from conirol

D5 0,05, #4 PC0. 01,

22



Twenly-eighi-dav Repeat Dose Oral Toxiciiy Test of 3, 3-bis{p-dimethylaminophenyl)-6-dimethylaminophthalide in Rats

Study No. B010049

Table 6 Urinalysis ~ Summary Female
Test Subsiance pi Protein Glucose
Dose (mg/kg)
5.05560657.07.58085>8 50556065 707.568085>0 - /-1 4 3+ - #-1+ 04 3 - /-4 W H - /14 24 34
Yeek 4 Week 6 Yeek 4 Yeek 6 Yeek 4 Yeek 6
(VL
i}
n 0 0 0 0 6 0 0 0 0 4 31 2 0 0 2 2 2 0 0 6 0 0 0 0 6 0 0 0 0
CvL
8
1 0 0 0 O 5 0 2 2 2 0 0 6 0 0 0 0
VL
30
n 0 0 9 0 5 1 1 4 0 1 0 6 0 0 0 90
£yl %
120
n 0 0 0 0 0 0 0 0 5 I 2 1 9 0 4 0 1 1 O 5 10 0 0 6 0 0 0 0
VL %
500
i 0 0 0 0 20 0 0 0 5 & 1 1 0 6 2 4 0 0 0 & 0 9 0 0 6 0 0 0 0

Significantly different from control

T 4, P0.05; 4, P0. 01
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Twenly-eight-day Repeat Dose Oral Texicily Test of 3. 3~bis(p-dimeihylaminophenyl)-6-dimethylaminophthalide in Rats

Study No. BO10049

Table 6 Grinalysis - Summary Female
Test Substance Kelones Bilirubin Occult Blood
Dose(mg/kg)
R o I L Y F L L S E S L VA E AN S VA E O TR 1t
Yeek 4 heek 6 Yeek 4 Yeek 6 Yeek 4 Yeek 6
Cyl
0
n 4 2 0 0 0 2 4 0 0 0 5 0 0 0 6§ 0 0 6 0 0 0 6 6 0 0 0 0
CVL
8
n 2 4 0 0 0 6§ 0 0 0 6 0 0 0 O
C¥L
30
i 2 4 0 0 6 8§ ¢ 0 0 6 0 0 0 ¢
CVL
120
n 3 3 0 ¢ 0 4 2 0 0 0 6 0 0 0 5 1 0 6 0 0 ¢ 0 6 0 ¢ 0 ©
€Vl
500
n 38 00 0 3 3 0 0 90 5 0 0 0 6 0 0 6 0 0 0 0 5 0 1 0 0

Significantly different Irom conirol

P05 #% KOLOL

24




Twenty-eight-day Repeal Dose Oral Texicily Test of 3 3-bis{p-dimethylaminophenyl)-6~dimethylaminophthalide in Rats

Study No. B010049

Table 6 Urinalysis - Summary Female
Test Subsiance Urobilinogen
Dose (mg/kg)
Et/di
0.1 L.02040>8 0.1 L02.040>8
Keek 4 Week 6
Vi
i}
n 4 2 0 0 0 3 3 0 B 0
CVL
8
n 204 0 0 0
VL
30
1 2 4 06 0 9
CvL
120
n 5 1 0 0 0 4 2 0 0 ¢
CVL
500
n 5 L 0 0 0 3 3 0 0 0
Significantiy different from conlrol 1%, PCO. 05; #%, P<O0. 0L
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Tweniv-eight-day Repeal Dose @ral Toxicity Tesi of 3 3-bis(p-dimethylaminopheny()-6-dimethylaminophthalide in Rats

Female

Table 7 Urinalysis - Summary
Test Subsiance Urine Speciflic Urine Urine
Dose {mng/kg) Gravity Volume Na
uL mmo |
Yeek 4 Week 4 Feek 4
VL Mean 1.0573 8. 38 0.875
0 SD 0.0121 2. 04 0. 250
n 6 6 6
CvL VMean 0567 9.15 Lo127
8 5D 0085 2.29 7
] 8 §
CvL Mean 1. 0582 10.13 0. 887
30 S.D 0. 0166 5. 15 0. 308
n b ] b
CvL Mean 1. 0657 .99 1. 035
120 S.D. 0. 0212 3. 32 0.313
n § § 6
CVL Mean 1.0920 10. 70 1. 020
500 S.D. 0. 0137 4 %4 0. 301
n 6 6 6

Significantly different from control

Urine
K
mme !

¥eek ¢
2. 340
0. 360

§
2.428

0.338
B

510
. 238

=

= 2
ey
>
=

<

- T
<~ Co

o2

Urine
Cl
mine |

Neck 4

1. 242
0. 313

o % P<D 05; #% PCO. DL
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Tweniy-eighi-day Repeai Dose Oral Toxiciiy Test of 3, 3-bis(p-dimethylaminophenyl)-6-dimethylaminophthalide in Rats

Study No. BOT0049

Tabie 8 Organ Yeight - Summary Male
Test Subsiance Final Body Brain Thymas Heart Liver Spleen Kidneys Adrenals Testes
Dose (mg/kg) %eight
g g Bg g g g g ng g
Week 5 Week 7 TWeek 5 Week 7 Week 5 Week 7 Week & Week 7 Week & Week 7 Week 5 Week 7 VWeek 5 Week 7 Week 5 Week 7 Week 5 Week 7
(VL Mean 3305 4080 2035 2075 5337 4240 1235 1.365 10.218 11.447 0.712 0. 757  2.672 2782  5L.DT 6128 112 3. 203
0 SD 24.4 25.8  0.074  0.049 76. 8 1023 0.123  0.081  0.966 L5717 0.091 0.087  0.327  0.296 3. 76 6.78  0.217 0309
n 6 ] ] § 8 6 6 6 6 6 ] 6 6 6 6 ] 6 6
CVL Mean 364. 8 2020 595. 8 1. 203 10. 308 0. 748 . 720 60. 38 3. 023
3§ SDh 2111 0. 040 58. 2 0.100 0. 835 0.072 0. 165 . 33 0. 089
n ] 6 § 6 6 6 6 6 6
CVL ¥ean 350.7 2,013 644. 0 1. 258 10. 983 0. 762 2. 667 55. 63 3. 025
30 S.D. 21. 4 0. 105 168.3 0. 052 0. 828 0. 094 0.138% 5. 27 0. 251
n 6 6 6 6 6 ] ) 6 6
(VL. Mean 366.3 4378 2109 2080  603.0 5742 1312 1.443 11452 12,605  0.680  0.893%+ 2,628 1032 5800 6510  3.(20
120 S0 3.8 3L2 0.088  0.054 128.0 1442 0.063 0.266 1280 L 217 0.053 0.074 0.207 0 284 803 i 0260 0171
n 6 ] ] 6 6 6 6 6 6 ] 6 6 6 6 6 6 6
CvL Mean 365.0 4310 2080 2.083  556.8  505.2 218 1498 11705 12.588  0.742  0.823  2.692 105 5813 68.37 2903 3203
500 S.D 207 3.1 0.033 0,087 61.0 789 0,073 0.201 1. 343 1.687 0.192  0.093  0.220 182 2.04 23 0.238  0.196
n 6 6 5 6 6 ] ] 6 6 § 6 ] 6 6 B §
Significartly different from control T 4 B0, 05; #4, PK0. 01

2



Iwenty-eight-day Repeal Dose Oral Toxicily Test of 3, 3-bis(p-dimethylaminophenyl)-6-dimethyiaminophthalide in Rats

Table 8 Organ Weight - Summary Male
Tesl Subslance Epididymides
Dose {ng/kg)

g
Week 5 Week 7

Study No. BO10049

CvL Mean 0.835 1. 078
0 S.D 0. 068 0. 052
n 6 6
(VL Mean 0.303
§ SD 0. 008
n 6
CvL Mean 0. 787
30 SD 0.074
n 5
CVL Mean 0. 797 1. 198
120 8. D 0.032 0. 134
! 6 6
CvL Mean 0.793 1. 078
500 S. D 0. 071 0. 060
n 6 6

Significantly different [rom control

NN SORHE LSO R
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Twenly-eight-day Repeat Dose Oral Toxicity Tesi of 3, 3-bis(p-dimethyiaminophenyl}-6-dimethylaminophthalide in Rats Study No. BOI0049

Table 8 Organ ¥eight - Suomary Female
Test Substance Final Body Brain Thymus Heart Liver Spleen Kidneys Adrenals Ovaries
Dose (mg/kg) Feight

g g mg g g g g ng ng
Week 5 Week T Week 5 Week 7 Week 5 Week 7 VWeek 5 Week 7 Week § Week 7 Week 5 Week 7 Week § Reek 7 Week 5 Week 7 Week 5 Week 7

(VL Mear 234. 3 254.17 1. 940 1. 548 5400 469. 9 9. 905 0. 902 T.122 1. 210 0. 580 0. 603 1. 883 1. 963 73.18 T9.18  108.85 94, 65
0 S.D 838 23.7  0.040  0.076  127.3 79.4  0.036 0.096 0.262 0.922 0.082 0.087 0. 135 0.234 1433 8.36 1207 {49
1 5 6 B 6 6 [} ] ] b 6 [ ] 6 ] § ] 6 6
CVL Mean 240.17 1. 960 5127 0. 890 7.312 0. 557 1. 858 76. 92 99. 40
8 SD 16.5 0. 056 45.1 0.099 0. 511 0. 068 817 319 8. 82
n B 6 6 6 6 6 6 b 6
CYL Mean 229.2 1. 987 528.0 0. 865 7.023 0. 545 1. 922 79.98 101. 40
30 S.D 1.7 0. 097 130. 3 0. 090 0.428 0.084 0. 165 12. 30 9.95
i 6 6 6 6 6 6 6 )
CVL Mean 240. 7 253.2 1. 932 1. 938 601 7 430.7 0. 890 0. 890 1. 758 7.172 0. 560 0. 603 1. 998 1. 933 74 38 76.28 i 70 {19.53
120 S.B 26.0 20.2 0.084 0. 068 183. 6 60. 1 0. 104 0.078 0. 898 0. 564 0. 096 0. 081 0. 232 0. 174 9.08 19. 26 18. 45 .78
n 6 6 6 6 6 6 b 6 6 6 6 6 6 6 6 6 6 b
CvL Mean 20,7 2705 L.%00  1.988 51T T 440.2 0. 863  0.993 7628 7.682  0.547  0.530 1873 2015  79.57  78.47 106,30 11147
500 5D 8.1 30.3 040 0. 095 44. 6 85. 6 0. 096 0. 048 0. 721 1311 0. 061 0. 053 §. 071 0. 402 5. 82 5. 14 608 21. 36
1 6 ] b 6 ] 6 6 6 6 B 6 & ] 6 § 6 B ]
Significantly differenl [rom conirol o %, P<0.05; #4 PO, 01.
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Twenty-eight-day Repeal Dose Oral Texicily Test of 3. 3-bis(p-dimethylaminophenyl)-6-dimethylaminophthalide in Rats

Study No. BO10049

Table 9 Retative Organ Weight - Summary Male
Test Substance Final Body Brain Thymus Heart Liver Spleen Kidneys Adrenats Testes
Dose (mg/ke) ¥eight
g % x1073% % b3 % % x103% %
Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 VWeek 5 Week 7 Week b Week 7 Week 5 Week 7 Week 5 Week 7
CVL Mean 3505 408.0  0.583  0.510 1521 10478 0.33  0.337 291 2. 191 0.202  0.183  0.762 0. 680 1467 1500 0.833  0.787
0 S.D 24. 4 258 0.038  0.041 18. 47 2150 0.041 0.034 0132 0.235 0. 021 0.012 0. 043 0. 044 1. 89 L p.0m L 073
n b f § 6 6 6 6 6 6 6 6 b ) 6 b ] 6
CVL Mean 364. 8 0. 353 163. 93 0. 332 2. 960 205 0. 747 16. 57 0. 830
8§ S.D AN 0.034 20. 84 0.012 0. 111 0.015 0 i 0. 061
n ] ] 6 § 3] ] ] 6
CvL Mean 3597 0. 562 178. 63 0. 350 3. 057 0.213 0. 743 15. 52 0. 843
30 S0 214 0.044 45. 11 0.024 0.232 023 0. 026 1. 68 0. 078
n 6 6 ] ] 6 ] ] 6 6
CVL Mean 366.3 4378 0578 0.478 16408 130.90 0.360 0.330 3127 . 882 187 205 0.718 0. 692 15. 8 14.83 0. 835 0.753
120 S.D 3.8 32 0.047  0.026 28. 83 30.98  0.028  0.040 50 0.189 0.0t9  0.0865 034 .07 i.68 0103 0.071
n ] 6 6 6 6 6 b 6 6 ] 6 6 6 ) ] ] 6
CVL Mean 365.0 437 0. 565 0.480  152.87 115,73 0. 335 0. 343 3. 198 812 0.202 0. 150 0.7 0.713 15.95 15. 07 0. 797 0. 137
500 S.D 20.7 31 0.029  0.049 17,77 17,36 0,016  0.038 . 247 186 0.049 024 0.0 0.022 0. 62 .29 0.085 0063
n 6 6 6 6 6 ] ] B 6 6 ] 6 ] 6 6 ] 6

Signilicantly dillercat from control

13, 1<0.05; #+ PCO. 0L
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Twenly-eight-day Repeai Dose Oral Toxicity Test of 3, 3-bis(p-dimethylaminophenyl)-6-dimeihylaminophthalide in Rais

Study No. 8010049

Table 9 Relative Organ Weight - Summary Male
Test Substance Epididymides
Dose (mg/kg)
%
Week 5 Week 7
CVL Mean 0.238  0.267
0 S.D 0.017  0.023
n 6 ]
CVL Mean 0. 222
§ SD 9.028
n §
CVL Mean 0222
30 S.D 0.024
] [
CYL Mean 0. 222 0. 275
120 S.D. 0.026  0.034
n 6 6
CvL Mean 0. 218 0. 250
500 S.D. 0.028  0.020
n 6 6

Significanily dififerent from cortrol

28 PK0 A5 #+, PC0. 0L

3t



Twenty-eight-dav Repeat Dose Oral Toxicity Test of 3. 3-bis(p-dimethylaminophenyl)-6-dimethylaminophthalide in Rats

Study do. BOL0O4S

Table § Relative Qrgan ¥eighl - Sommary Female
Test Substance Final Body Brain Thymus Heart Liver Spleen Kidneys Adrenals Ovaries
Dose {mg/kg) Feight
g x1073% % x1073% x107%%
Week 5 Week 7 Week 5 Week T Week 5 Week 7 Week 5 Week 7 Week 3 Week 7 Week § Week 7 Week 5 Week 7 Week 3 Week T Week 5 Week 7
CVL Hean 23431 2547 0.830 0.768 230.25 185.60  0.385  0.353 3.040 2830  0.24%8  0.237 0.802 0.772 3342 31.2)  46.33 317
0 8D 88 2.1 0,026 0.056 5210 3678 0.014 0020 0.138 0.228 0.028 0.030 0.034  0.053 632 3 4.51 2. 81
n 6 § 6 6 § 6 ] 6 6 ] 6 6 6 ] ] 6 ] 6
(VL Mean 40,7 0.817 213. 43 0. 368 3.042 0.232 0.773 32.05 41.32
§ S.D 16.5 . 038 18. 24 0.024 0.123 0.018 0. 060 418 2.4
1 6 ] ] ] ] 8 6 f §
VL Mean 228.2 0. 863 228. 97 0.375 3. 065 0. 238 0. 838 34.77 44. 48
3 S D 1.7 0. 059 47.39 0.024 0.115 0. 039 0. 062 3. 76 5. 05
n ] 6 6 ] ] 6 6 6 f
VL Mean 240.7 253.2  0.808  0.768 246.25 169.83  0.372  0.352 3.125 2831 0.232  0.23T 0.832  (Q.763 30.98 29.90 47.02 4115
120 S. D 26.0 2007 0.066  0.058 5567 16. 21 0.013 0.008 0. 143 0.149  0.026 0.029 0.673  0.040 .78 6. 00 6.8 7.83
n ] 6 ] 6 6 6 6 6 6 6 ] 6 6 [} 6 6
(VL Mean 230. 17 270.5  0.823  0.742 22427 165.35  0.375  0.367  3.307¢# 2832  0.237  0.199x  0.812 0 740 34.53 28.87 4615 4130
300 S.D 9.2 30. 3 0. 029 0. 090 14. 82 34. 83 0. 030 0. 021 0. 271 0. 290 0.028 0.020 0.044 0. 089 271 4. 23 3.20 738
n ] § 6 6 6 ] ] 6 ] f ] ] & § 6 6 6
Significanlly different [rom conirol © 4, P05 #%, PCO. 0L
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Twenly-eighti-day Repeat Dose Oral Toxicity Test of 3, 3-bis(p-dimeihylaminophenyl)-6-dimethyiaminophthalide in Rals

Study No. B010043

Table 10 Necropsy Findings - Summary Scheduled Sacrifice (Veek 5)
Sex : Male
Test Substance : CVL CVL C¥L VL (VL
Drgan Dose (mg/kg) : 0 3 30 120 500
Findings Number of Animals : § 6 f ] 6
Number of Animals Examired : & &> 6> <6 &6
Lung
Brown patch G 0 0 0 1
Liver
Hepatodiaphragmalic nodule 0 1 0 0 0
Kidney
Cyst 0 1 0 0 0
Dilatation pelvis 0 0 2 0 0
Significanily different from conirol 4, PC0.05; #£ P<0. 0L,
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Twenly-eight—day Repeat Dose Oral Toxicity Test of 3, 3-bis{p-dimethylaminophenyl)-6-dimelhylaminophthalide in Rais

Study No. B010049

Table {0 Necropsy Findings ~ Summary Scheduled Sacrifice (Week b)
Sex : Female
Tesl Subsiance : CVL CVL CVl, (VL (VL
Organ Dose (mg/kg) : 0 8 30 120 500
Findings Number of Animals : b 6 6 ] 6
Xumber of Animals Examined : & & <6 6> 6>
Thyreid
Defect, right 0 0 | 0 0
Significantly different from control 2 4, PC0. 05 #+ PO, 01,



Twenly-eighi-day Repeat Dose Oral Toxicily Test of 3, 3-bis{p-dimethylaminophenyl)-6-dimethyiaminophihalide in Rats

Study No. B010049

Table 11 Necropsy Findings - Summary Scheduled Sacrifice (Yeek 7)
Sex : Male Female
Test Substance : CvL CvL CVL CVL CVL CvL
Organ Dose (mz/ke} : ] 120 500 0 120 500
Findings Number of Animals : 6 6 6 B 6 6
Number of Animals Examined : {6 <6 6> &6 ) <6
Lung
Brown patch 1 | 0 b 0 0
Significantly different [rom control - P<0. 05 ## PO 0L
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Twenty-eighi-day Repea! Dose Oral Toxicily Test of 3, 3-bis(p-dimelhylaminophenyl)-6-dimethylaminophthalide in Rats

Study do. BO10049

Table 12 Histological Findings - Summary Scheduled Sacrifice (Week 5)
Sex Male
Tesl Subsiance CVL (VL (VL CVL (VL
Organ Dose {mg/kg) 0 30 120 500
Findings Mumber of Animals ) 6 6 6 B
Heart {6y <0 Cw ) <6
Myocardial degeneration/{ibrosis, focal i 0 2
2 0 0
3 0 0
Mandibular !ymph node {6 <0 ) <0 {6y
Mesenieric lymph node {6 <o ) ) 6
Thymus < <0 <0 <0 )
Spleen B ) ) Cm )
Extramedulttary hematopoiesis, erythrocytic | 2 2
2 0 0
3 0 0
Bone marrow (femur) ) o <o W {6
Trachea {6 <m < 0 )
Lung {6 ) <w i) <6
Accupulalion, foam cell 1 i i
? 0 0
3 0 0
Inflammatory cell infiltration, focal 1 1 {
? 0 0
3 0 0
Stomach 6 i) () < )
Duodenum 8 <o 0 < )]
Jejunum <6 ) <w <0 B
[leum 6 <0 )] <o <6
& . Number of animals examined
{. Slight; 2. Moderate; 3. Severe
Significantly diiferent [rom conltrol 14 PO 05 #£. 740 0L
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Twenty-eight-day Repeat Dose Oral Toxicity Test of 3, 3-bis(p-dimelhylaminophenyl)-6-dimethylaminophthalide in Rats

Study No. B010048

Table 12 Hislologicat Findings - Summary Scheduled Sacrifice (Week 5)
Sex Male
Test Substance CVL (VL CVL CVL (VL
Organ Dose (mg/kg) 0 8 30 120 500
Findings Number of Animals 6 ] 6 6 6
Cecum ) <m (| <o 6
Colon <P <®» < <0 {6
Rectunm <6 (i) {0 < {6
Liver (B {6 {6 B B
Hyper trophy, hepatecyte, cenirilobular 1 0 0 0 0 1
2 0 0 0 0 0
3 0 0 0 0 1]
Infiammatory ceil infiliration, focal 1 4 4 4 1 5
1 0 0 0 9 0
3 0 0 0 0 0
Microgranuloma 1 2 4 3 1 2
? 0 0 0 1} 0
3 0 0 0 0 0
Necrosis, focal i { 0 0 0 0
2 0 0 0 0 0
3 0 0 0 0
Kidney {6 o B ) {6
Basophilic tubule, proximal 1 2 4 2 2 3
2 0 0 0 0 0
3 0 0 0 0 0
Cyst | 0 I 0 I i
2 9 )} 0 0 0
3 0 0 0 0 0
Dilatation, pelvis | 9 0 3¢ 0 0
1 0 0 0 0 0
3 9 0 0 0 0
O . Number of animals examined
{, Stight; 2, Moderate; 3, Severe
Significantly dilleren! from control + % 0. 05; #+, P40. 01
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Twentv-eighi -day Repeal Dose Oral Toxicily Test of 3 3-bis(p-dimethylaminophenyl)-5-dimethytaminophthalide in Rals

Study No. BO10G49

Table 12 Histological Findings — Summary Scheduled Sacrifice (Feek 5)
Sex Male
Test Substance VL (VL L CVL
Organ Dose (mg/ke) 0 8 30 120
Findings Number of Animals 6 § § §
Kidney {6 <6 () {6
Hyaline droplet, fubular epithelium, proximal 0 4% 54% 4%
0 [} 0 0
0 g 0 0
inflammatory cell infiliration, lymphocyle. 2 2 2 2
interstitivm focal 0 0 0 0
[\ 0 0 0
Urinary biadder B < < ¢
Testis ) ) ) B
Epididymis B () ) <0
Inflammaiory cell infiltration, {ymphocyle, focal 6
[
0
Prostate {6 <o < (o
Inflamnatory cell infiltration, lymphocvte, focal i
0
i
Pituitary < ) <O LB
Cystic dilafalion. Rathke's pouch 0
0
0
Thyroid {6 B < o
Eclopic thymic tissue 2 0 4 1
0 0 0 0
0 0 0 0
Hyperirephy, follicular ¢ell, diffuse 0 0 0 [t
0 0 0 0
0 ] ] ]

VL
200

[== R N -
N

. Number of animals examined
1, Slight; 2, Moderate; 3. Severe
Significantly di{fereat from control

1+, PO 05+, PO DI
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Twenty-eight-dav Repeat Dese Oral Toxicity Test of 3, 3-bis(p-dimethylaminophenyl)-6-dimethylaminophthalide in Rats

Study No. BO10049

Tabie {2 Histelogical Findings - Summary Scheduled Sacrifice (Reek 3)
Sex Vale
Test Substance CVL (VL CVL CVL CYL
Organ Dose (mg/kg) 0 H] 30 120 500
Findings Number of Animals 6 6 ] 6 ]
Parathyroid {6 B ) <6 (w
Hypertrophy. chief cell 1 0 0 0 0 4%
2 0 0 0 0 0
3 0 0 0 0 0
Adrenal <o < ) (w 6
Brain ) < < Cow (4,
Spinal cord <6 {(® <O i) (B
Sciatic nerve <6 < ¢ 1)) < )
Eyeball ) () <0 ) {6
Harderian gland {6 <o < <mw 6

. Number of animals examined
1, Stight; 2, Moderate; 3, Severe
Significantiy different from control

© & PO 05; 4, P<0. 01
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Tweniv-eight-day Repeat Dose Oral Toxicity Test of 3, 3-bis{p-dimethylaminopheny!|)-6-dimethviaminophthalide in Rals Study No. BO1004Y
Table 12 Histological Findings - Summary Scheduled Sacrilice {(heek 3)

Sex : Female
Test Substance : CVL (VL (VL (VL CvL
Organ Dose (mg/kg) : 0 8 30 120 500
Findings Number of Animals : 6 6 6 ] 6
Heart 6 <0 < 0 6
Mandibular Iymph node <6 ) <» <o <6y
Mesenteric lymph node ), < Cw ) {6
Thymus < <® 0> <0 <
Spleen B <0 <0 <w 'y
Bone marrox {[emur) <6y | (), o 6
Trachea <6 <0 () < 6
Dilatation, lracheal gland i 1 I
2 0 0
3 0 0
Lung <6 < <o ), C by
Accumulafion, foam cell 1 i 0
2 9 0
3 4 0
Stomach Ly <0 ) i) 6
Ectopic glandular stomach tissue, forestomach 1 1 0
2 0 0
3 0 0
Duodenum 6 {0 < < <6
Tejunum ) <0 ) <0 )
[1eum <6 ) <0 <0 .y
Cecun 6 q 0 <0 <6
Colon <6 <0 0 <0 <6

<>, Mumber of animals examined
f Siight; 2, Moderate: 3 . Severe
Significanlly differeni from conlrol o % PO, 05 +3, P<0. 01
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Tweniy-eight-day Repeat Dose Oral Toxicity Test of 3, 3-bis(p-dimethylaminophenyl)-6-dinelhylaminophihalide in Rais

Study No. BO10049

Table 12 Histological Findings - Summary Scheduled Sacrifice (Week 5)
Sex Female

Test Substance CYL VL CVL (VL VL
(Organ Dose (mg/kg) 0 s 30 120 200
Findings Yumber of Animals 6 6 6 ] 6
Recium <6 ¢ | <o o
Liver {6 % % Cw )
Fally change, hepatocvte, facal 1 0 0 1 0 1

2 0 0 0 0 0

3 0 i 0 0 0

Fatty change, hepatocyle, periporial 1 { 3 1 i 2

2 0 0 0 0 0

3 0 0 0 0 0

Inflammatory cell irfitiration Jocal I 2 4 b4 3 5

2 0 0 0 0 0

3 0 0 0 0 0

Microgranuloma ! 2 2 2 2 4

2 0 0 0 0 0

3 0 0 Q 0 0
Kidney < LW <® <®» {6
Basophilic tubule, proximal 1 1 2

2 0 0

3 0 0

Cyst 1 1 0

2 1 0

3 0 0

{nflammatory cell infiltration, lymphocvte, 1 0 1
interstitiom focal 1 0 ¢

3 0 Q

Mineralization, corticomedullary junction 1 2 ¢

2 0 g

3 0 0

O, Mumber of animals examined
1, Slight; 2, Moderale; 3 . Severe
Significanily different from conirtol

<% KD 09; #4, PO 0L
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Twenty-eight-day Repeat Dose Oral Toxicily Test of 3. 3-bis(p-dimethylaminophenyl)-f-dimelhylaminophihalide in Rats

Study No. BO10049

Table 12 Histological Findings ~ Summary Scheduled Sacrifice (Week 3)
Sex Female

Test Substance CvL CVL CVL CVL CVl
Organ Dose {mg/kg) 8 30 120 500
Findings Nuaber of Animals [} [ 6 6 6
Urinary bladder (B <» < ) B
Ovary ) O <B» )] B
literus -y g < ) {6
Vagina .y < <0 <0 <6
Pituitary < <0 <w o <
Cystic dilatalion. Rathke's pouch l | 0

2 0 0

3 { 0
Thyroid o <6 < <6 )
Ectopic thymic tissue 1 0 ? 0 0 1

7 0 0 0 0 0

3 0 ¢ 0 0 0

Hypertirophy, follicular cell., difluse { 0 0 0 0 KES

z g 0 0 0 0

3 i} 0 0 0 0

[nflammatory cell infiltration, !ymphocyte, [local l 0 0 ] 0 |

i ] 0 0 0 0

3 0 0 0 0 0

Paralhyroid )] () <0 ) by
Adrenal <6 ) ) <0 {6
Brain ) o0y < ) .y
Spinal cord )] <o < 0 B
Scialic nerve <6 g < < )

O Nuaber of animals examined

1. Slight: 2
Significanlly differenl [rom conlrol

Moderale; 3. Severe

o4, PC0.05; #+ PO, 0L,
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Twenty-eighi-day Repeal Dose Oral Texicity Test of 3 3-bis(p-dimethylaminophenyi)-6-dimethylaminophihalide in Rats

Study No. BO10049

Table 12 Histological Findings - Summary Scheduled Sacrifice (Week 5)
Sex Female
Test Subsiance (VL (VL CVL (VL (YL
Organ Dose (mg/ke) $ 30 120 500
Findings Number of Animals 6 6 6 6 6
Eyeball 6 ) ) (o {6
Harderian gland by 1) Q) ), B

O, Number of animals examined

Significantly diflerent Irom conirol

% PO 05; 4% P<0. 0L
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Tweniv-cighi-day Repeai Dose Oral Toxicity Test of 3. 3-bis(p-dimethylaminophenyl)-6-dimethyiaminophthalide in Rals

Study do. B010049

Table 13 Histological Findings - Summary Scheduled Sacrifice (Week 7)
Sex : Male Female
Tes! Substance : CVL (vl CVL (VL (VL CVL
Organ Dose (mg/kg) : 0 120 500 ] 120 500
Findings Number of Animals : 6 ] ] g ] 6
Spleen Cw» <0 W 6y .y 6
Lung |y <D < <0 (| <0
[nflammatory ceil infiltration, focal 1 I 1
2 ] 0
3 0 0
Liver 6 ) B B B {6
Falty change, hepatocyte. lecal | 0 1 0 0 L] [y
2 0 0 0 0 0 0
3 0 0 0 0 0 0
Fatly change, hepaiocyte, periportat I 0 0 0 1 ? i}
2 0 0 0 0 0 0
3 0 0 0 0 0 0
Inflasmatory cell infiltration. focal i 2 4 2 4 3 2
2 0 0 0 ] 0 0
3 0 0 0 0 0 0
Microgranuloma | ] 3 0 3 1 i
2 0 0 0 0 0 0
3 0 0 0 0 0 0
Kidney {6 <6 )] < ) <o
Basophilic tubuie, proximal 1 2 2 2
2 0 0 0
3 0 0 0
Cyst } 0 2 0
2 0 0 0
3 0 0
Hyaline droplet, tubular epithelium proximal i 9 4 bl
2 0 0 0
3 0 0 0
<& . Number of animals examined
I, Slight; 2. Moderate; 3. Severe
Signilicantly differen! from control o % PO 05; #+ PO 0L



Twenly-eighi-day Repeat Dose Oral Toxicity Test of 3.3-bis(p-dimethylaminophenyl)~6~dimethylaminophthalide in Rats

Study No. B010043

Table 13 Histological Findings - Summary Scheduled Sacrifice (Week T7)
Sex : Male Female
Test Substance : (VL CVL CVL (VL CvL CVL
Organ Dose (mg/kg) : 0 120 500 0 128 300
Findings Number of Animals : ] 6 ] 6 6 [}
Kidney ) 6 ) (w <0 <
Hyperplasia, tubular epithelium coifecting tubule 1 1 0 0
2 0 0 0
3 0 0 0
Infiammatery cell infiltration, lymphocyte, 1 2 1 0
interstitium, fecal 2 0 0
3 0
Thyroid B B Y € B B
Ectopic thymic tissue | 0 1 0 0 0 {4
2 9 0 0 0 1 0
3 0 0 0 0 0 0
Parathyroid <6 )] <6 (g, {m <o

¢, Number of animals examined
1, Slight; 2, Moderaie; 3, Severe
Significantly difleren! [rom conirol T %, P<D. 05 #%, P40 0L,
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