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Sprague-Dawley & (Crj:CD) 7 v b DMl (£ 50T #) o, RV F o s (LB LI
) ®0 (HAEXR, AREHAK). 670, 930, 1300, 1800 L TF 2500 mg/kg % BA[EIRE
A%E5L, #58 (BEF1H) »b 14 BHBEEZTo-, Lo, FEZREL THE
BELLEBRT D L L BT, EUONIIREREE L. AF0ITBEE 15 AIKBR L THR L.

ZOFRER, BTIX, 1300 mg/kg U EOBREBRIZBWTREZ MM CBEEFEF4ROMA
T T ABINBH b, Eo, METIE, 1800 mg/kg ML EDBRERITINTHEH 5 MY
PHBRFAIBETERCTIHRRBDOhE, ZhoOERPL, LB ORAREICLD
LDy, fE L, HETIZ 1383 mg/kg. METIL 1600 mg/kg LB SNz,

B OFIRTIE, 1300 mg/kg REFORIZIRIROBR B L OV TR D DTl
. BERRD LA oR, BEHICIZARER O . 8EEdH 2 0IXZHEL2ENRR
o, 7/ -8, REDCDETHITHRERIHALH o7, ThbnZ bnnb, R
X, PRHERZOMEIC L ZEBMOELWMET L, THICX2BRITHORETH D LH#
BaIni, ZHCME. ETEHOPFITIZ, ELTRNICEHOREH T 2R L H D WITRIEKE
ERLEALHD, 25 LEFRKORELFEROVL2LEEZLNS,

BEHOBEMEELE LTI, BETIX LB REFOITITLH. 25 UNIHETIX 930 meg/kg LA
EoOREHOLFAICEREHORLPED LR, REERZERTHZT I bHo, &
LIz, BEHORMBRICMAEV, SEHFIIELH. HVITHRBICBITERE R EZT TG
BdHY. LB li@*ﬂ?ﬂ%?’é%%ﬁ@%éﬁ@@ko& LTWabDEEL bvie, £, ML
HIT LB B EFEDIZITEF)IT, REEK, €E, BRE, TRAREOEFEOMKREBBRESN, -
BREZARELRB L%, SHEEOBIPPBEINTLZ L2 5, HILBRLEROENTH
HLeEZ LN, Zhbofiz, R, IE, MERENEEINIA, 2500 ng/ke REH
DAEFFFINREIRE TR 27/ Licizit, WP bERE s B TicEE L.

(REHEM TR & B2, 930 mg/kg LEOBREFHICENTHMEI &R, L L, 2500
mg/kg BEHOAFFIZ, LB FREBTHEIN L —RREBEORENEFE L LEIZ, &L
ARLELT, BREF 15 RICIATBYIESOMEERLE,

EFBHOHRTIE, RERBERShL, -1,



il
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OECD IZ X 2R b FMEOEEMRRIIB LI HFEERESTECO—RE LT, RiLUFV
LDOEMBEARGEMRRLYERLIZOT, tOBREPHRET S,

AR, OFCD {LEMERBRIEN A K7 A > 4] o s (1987 £2 8 24
BERIRDBLV M4 E oLp) (BRSO E3 A3 B, REEF 95, ERFE 2295, 59 &
[R% 85 =5, MBFN 634 11 B 18 HiE, RAME 233 5, HAEFE B &, 3 ER/FE 823 5, F
AL124 381 BYE, BERH 41 5, AHREFE 268 5. ¥k 12-02- WERE 15 ITH#

WL CTERLE,



: [RBBHE L UiE]
1. #5BmHE

wRHEORIILY F v (LB LEEEC. CAS No.: 7550-35-8, 4y F3: Brli, & F&:
86.85, ¥4 : lithium bromide) X, RILY F U AKEKE LT b
RBUEEZRITILbOEAFE L, AFDWE (ny S ) OPEEINSHEBRDERER
55.6wt% (#7fE) THY, Zofic, AFMEITITI MM L LT LioH  (0.049wt%) . Na
(122ppm), K (18ppm), Ca (7ppm), Mg (0. 1ppm Kiif). Fe (IppmKi#). Cu (0. 5ppm),
NH, (0.7ppm). B (3ppm). Cl (160ppm). SO, (50ppm). Si (2ppm) BEFN TV 7z, A
FOEIIEARE TERRET L, FRBICEALEAAFHRICOWVWTIZ, BEKRTHRIC

WIRHIL, oW LTEAMEPOLZEMAFER L (Table A).

2. BRI LURESLRY

HERIZIE, BARF vy —A R« VAA—HRRASHERRE L ¥ —£ED Sprague-Dawley
(SD) & (Crj:CD (SD)IGS, SPF) 7w MA{EM L7z, MHBMII4RAMTEAL, ARHE6 H
Ml (AR BZ28T) RELBHLERRTHEFT L., £0M. MBI RREZBHEL TR
BOROONRp-T- B EER Lz, B OMARINIE Table DIT/R LT,

ZEMI, FEBRRES 21.0~25. 0°CH L UF 40. 0~75. 0%, MK [EZKH 15 [ /B, B
B 12 ¥R (7 BE~10 BRAUT) IZHIES R BE T, EBMNEMK T — ¥ (220w X 270d X
190h mm) (ZMEBNCINA LCHE L. KEKk GKEA. BFT/KERBK) %8 HICHERE
e, BEREFE (CE-2, HAZ LTERREH) i, RERTAO 16 R, R5% 38R
TOMBERMESMEL, DBICERS T,

REREAMP, EHMEMTREEEEREZBIZIVAELLATEORE R, &H
25.5C & 725 45 IO B®EA 1B (2000 5 A 17 B) Hoffsd, 22.5~25.5C&ie»
e, EREOENZEKETHY . TOROBHIRERLZLNRN o722 & 6RRIC
REEZRITERVbO LA SN, HEHREIX, 43.56~63. 0% L FERHBENDETH -
7o EALEFERBIUKIZONWTHRBRICKESETAREMEOE L BNDRBADIT D

27,



3. BoiTE L UEEES

ML b, MR THROMEAREZ L LICHERNB(CEEAMEEIC L VES T U, B
DT LEEMIZ - EOBNES LRIV ST, 7=V MUTRCHMES ZEZH L TEE
ZRWAM LI, Flo, B/ —VIE, BT L CBBORZ o8I — FEET, Zhic

REtEE 5. A, 3 (REE) BIUBMESZRALTHAILE,

4. BREREOHRHE

BEERKIZ. AFHEEZHEL T, HBERHK (34 : distilled vater for
injection, WEFR : DW, AFSH : HBIEMHR) | #LEES 1 909125T) THRNL., ERBEEORE
BiEEFFER L, &bz, 2% W CHERLTWTHROBARBICEWTLREKENS
nl/kg FEIZ2D XD CHEBEORERFLAM L,
BEREDOREMICHOVTIT, BEITETL, 0.5 BLU50% (w/v) OFEREIZOWT,
hiEk. EREHTICEIT2 8 BMOREMELHEA L (Table B), Fo. FREORERE
KEEThI2EBRDEOSEAREMACREL. AMREIZIFAERD LB REEhTVD
Z & EHE L (Table C), REBREFOFLBRWEIL, SRBRAED 1nl ZEHIL, 14
REPKT—ERE LIz, ELITA AV RBKTEEARL., FFEREAEEIIVHAEL

T, FRFICER LZRERHLEBREZ RO,

HE
HER K : 670.7 nm
AU Mg : 0.50 nm
RRAH Y= KT YFU LR (S F =2 2)
Z o TER 8 mA
IR E 6 mm
S — A 0°
AT A TEF L (k2. 0L/min)
BhA H = - 7253, (ME 10 L/min)

5. BREE, HHERBIURETIE
ARBOBRERIT, BREVFUVL0T7y FEAVIEMREORGEHRRTERR (R
BRETEE RS : R-00-061, LATF. FHERHERLIBRE) OBRCESHTRELL. T2bbh,

__4__



XEBRBEOFER, HRMEDT v MROE 5D 50%BIEEX 1800 mg/kg THol VI &
O, ARBRICHEMAT SO L RFRAR L NFEESBOMHES ~ M5 3TiC, BT T 625, 1250,
L 2500 mg/kg HHERE L (BEFE1H). BEES BE TEEBIU—RRKELZEE
L. BELZE L, TOMK, 2500 mg/kg WEHE CRIMHEEFINBEE 2 HETIIETL,
1250 mg/kg BEHETIIH 1Pl I CH 2 FIBBREF 4B LS RICFET L, 625 mg/kg ¥
BEZSETHENI 2D o7, HEHEM TEMA BT L & B & TR TR B PR0R
1250 mg/kg WEHIZBITHHTRIRDLEN L, EHIIZ, —RREIZOWTH, F—D
FiRB, T L ERTRVAENOBES N, Fi, 1250 mg/kg REF T, &F
Bl BT HREHEOEEREN, HTITHLIESTE -7, ZhonZ b, FHC
BELRMEND L AREESEDL., KRR T, HEAELAVWSZLEL, BHEICIX
MEHE2BIAFET L7z 2500 mg/kg ZERE L, LATAM 1.4 (256/18) TRLU T, 1800 mg/kg.
1300 mg/kg. 930 mg/kg. 670 mg/kg ZERE L1,

BWid. REMBD I6RIPOEREEL, REEMCBFEZREL. FE 1kg BV 5
mlL OREEEIC/RS LD ICRERBEEM LT v FABEEAVTIN 53 Ahb 10 B
25 T OMICHERORE L, REIIREHEK 3 BFRICIT- .

FHORSYHE., REE, RE. REAERERIUPHESILTOEY TH 5,

= : p -
o BRSBR ﬁji) (ﬁi) j?mf;:g;ﬁ i DS m
1 DW 0 0 5 1~5 31~35
2 LB 670 13.4 5 6 ~10 36~40
3 LB 930 18.6 5 11~15 41~45
4 LB 1300 26 5 16~20 46~~50
5 LB 1800 36 5 21~25 51~55
6 LB 2500 50 5 26~30 56~60

6. BEHIE

1) —fRRIEDHBE
M S b, 2FicoOVWT, 'E5R BEFE1R) IRSEO 1 FFRICHZ MR ICHE

L., ZO%ITH 1 MBI RS % 6 RMI THE L, BEFE2~601X 1 A 2 B, T0%



EH 1ERELL,

2) FEAE

EPNOWT, READORGERT, BEFE2., 4, 8. 11 BLU 16 BICRET 5iFs. 3

CHNZ W THEIEC R REFICRIE LTz,

3) REFRE

FECPNIRAZFLICHR Lz, EFRICS0 T, BEE 156 RiIZ~{y b F—
T YD LARERT CTHGL - BIESETHLEBL. M. TEE, R, R, OB &F.
W, FTEE. ENE. BORR. b, BIR. WEE. AFERE. LR, BEBE. TERY NE. BRI
U g, REEEERE, R, TR, &, 08, KBk, ~—F—B. BEBIUWEH
ORRHBELEB L, Tz, ECHL2F, 2o WNNIEFHAO D bEFTEMESOE N
MEHED TN EN 115 2oV T, EERBE - (8 (B, L. . FRER. BB, TEE.
AT, EhE. M. HIEE) & 01 M U CEERE 10% 5L~ ) VEBRICEERTFLL. BE

RIFHE OMBERERLER L20 o7,

7. T — & O

FEERIZOWTIE, EHOVEHBIUHRERZELBE N L, IORXEFARERFLLEIC
DNTIE, MBELOMTET FREZITV, FEKES BIZBWTHEEXPRDORZWN
AL, Student’s t-test FAWVWTINLELLEEL, FEENRBOLNTEZZEIL.
Aspin-Welch & & AV TLEER L 72,

LDg, fEIE. BESAM B OECTEHEE b & ICHH LB TEA, BT 0 %ELIT 100%LI4
L AREBVIFLMIESONEP-oZ L, BIUM CRATRICERENED N

Mot bk, MHHEL 47 Behrens IBEICE D EH LT,



- & T vy T o+ - - e e~ w —— - -
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1. ECEHWE L LD, fE (Tables 1~2, Appendices 3-1~4-4)

1) i

930 mg/kg ATOREFHIIFHET IR O ONRIP o7, 1300 mg/kg BREBHTIT. BESE 3
HETRERRBOLh AR>S, BEFE 4 95 6P 2 AIBNEC L, Bo0 3 flixE
BE IS AETEF LA, 1800 mg/kg BEFHTIY, BEF 2RSS HAFIFIOECEERL.
ZOHDIBIZ, SO 1IHARETLE, BOD 1 FHEEE 3 HIZET Lk, 2500
mg/kg WEBTIT, BES5~6RMICEHT 1IANBETL., BYOAFITREE2 BIZEDE

LTWBONRFER ST, LDfEIX 1383 mg/kg L HEH &7,

2) i

1300 mg/kg AT OREFICETIIRBD bNA2D o7, 1800 mg/kg REFHETIX, 5% 4
~SEMICsFFIFMNECL, BEF2BICIARBECETLTRY, 1FIXE0RDS
HLIZFET LA, 510, BEBIBLV 4 BE 1FNET L. BES 4 B TIZLH
FELC L7z, 2500 mg/kg MEHBTIE, REELS~6BEEICSFIP 1ANET L, BEFE 2 H

3BT LTWENR, BV 1 FNIEHEE 15 AE TAEFE L, LDy fEiL 1600 mg/kg &

BEHEh,

2. —MRRAE
1) Ht (Table 3; Appendices 3-1~3-4)

BB OB —RRBORFEIARI L 2o T,

670 mg/kg WEWHTIL, REBRCEREBEDOBIB LORE. HREHLIWIITHRED
BEOMEREMPBREEN, ThbOELITREH 5 BIICEBL LR RoTohl,
REOBEE 2 BBREDOHIERDIFR o, BESE 3 BURICREIIREX
nixhrol,

930 mg/kg BEFIZEWTH, REBRICEZEBHOWD B L UEEOHERELBBES 1
7o EHIT930 me/kg WEM TR, RERICHMRLEO oI, LRIIBAEFE 2 BIZHR

-7 -



Liv, BREESORDVIIBES 3 HETROLNHRH -, £/, BIEE 2 HICHHEE
DD Ll &5 WVEHHEOED bNWEIRSH o, T HOMIC, 930 mg/kg HEFH
Tid, BEF 4 BIEBZIELMENL TV RS o7, BES 5 AUBRICREITEES
Nixnot,

1300 mg/kg BEFIIBVWTH, REBRIAREHORD . EEOHERE LI LOMRSH
BINN, BREDORBMISOLITEELRVERIE T, 2. BREERICHELES
T VORIZBRVE LBV ZERITBLRO b, B8 2 8L BREBHOEI B
TCIREIBD o, MREOEOONIFLH -7, BEFE2 /2133 BICHLEEDHER N
EHELTOWBRRH o708, WTINbLEORBERRBH LN 250, PHEENRRS LT
We, BEF IS5 BETEFLEATIR, HEFE 3 BICLAREHOEIVH 2 VITHLREOR D
bNAFRHY, T, HITRELZTTHALREOONTE, Zhboffic, BEE 3 B0
ZIELOEMLTHAHBROLN, BERBERLTWA A H o, LAL, WTao
AFDHLERE 5 BURICEI—RRKEBORBIRD 2o, —F. BES 4 BIC
FECLTHWEORBRINEZEDI B 14] (EMpES 18) 1. BEE 2 HICHRLFED S
N, ZORPLHERAEERIN, ZOFTIE, B8 3 BEE-THARENORL. Bl
BERIOIENEO LI, MEBIUHEEOH S LR b, BT LEMO 1 6 (&%
F520) IIBRE 2 BIRSTEEFBRESHh, BB IUONERBEINE, £, BIIE
L T, ERTEHA s bo LTSN, ZOAMNLEE TS X TEFEOD R
BRROLNENPo%, BRE 3 ACLARENORD. YEBLOLREBREDOLN, ST
LA LT RITEA 2do o 7o b 0 L HIEF S, |

1800 mg/kg BEHIZBWTH, RERCBREGOHD . HEOMERELI L URLRESHE
Bahkh, BREHORVISILEEELRVERICEY, WTILORAGLETT 5E TH
BTAZ L3 idhol, Thbofic, REERICERITEZRTH., HDVIHREEERM
PIEB L RICBITRFE 2 - THRDH N, BEE 2 BRECLTWIORERshE 3 #
(@ES 21, 22, 24) FEVWTHHBEREZIFEMCHRIEEL THEZELARL, BRTHN
R b LS, Zh oD 360146 (BMES 24) [TIFFRVERS T, BE
FB2HKHTCLE1F (BPES 25) 1 BERZETBIOPEREORENED LN,

- 8 —



ST L-BEE 2 B, EHMESLUGRREOETLROONE, BEE3BICHE
LS EES 23) FBES 2 BICLEEOMRELNBD NN, ZOHDI biT
BEOHEAED bR, . BDIE LR 20, BATENR NPT b0 k¥
Wiahi, Sbic, BRE2BNLIERIOARAED LN L5100, BT LERE
%53 B ICIHOR. 2R LUGERROETHRS bk,

2500 mg/kg MEBIZBVThH, BEHICEREROBDS. EEOHRELS L TRNE
Eah, EEETRSESCEESN, | AIrRE—BEG L%, BURHLI. BT
B TR L TR bivk, REEEMSEA LERICBTREYRO BHNH T, ik,
BE% IR LTHLEZIELARD LT, BRATHNE -7 b0 LHBT SN S B
Nhol-, WERIZEELE 1 F (BMHER 30) ik, BEEZOBEBIEBLIZBIZTFT

—EPRITCHERBOPETHADLNLLIIC2Y, REAIKRXBMLAESINE, B8RS

I

2 BIZECLTWAORBRENZ4H05 5 1 8] (BES 27) b, RO & FF

oI

DEFFBRIZT 7 /) — PRI VBFROETHBED b, T, BHB IO LR
HDoNTz, TOMMO3F (BiER 26, 28, 29) (ZiX, 1 6] (BIMES 26) IZRHTHROL
Ni-fiziz, Ak B RESHOKT. #Eih, BEMROELLR L CHITERE SN OE(LIX

BN ehrotz,

2) M (Table 4; Appendices 4-1~4-4)

SHRBEOBMIZ —RREOREITRBINL o7,

670 mg/kg BWEFETIL, BERICEHKE, WREDH D VX TH L L OBEOMREPBILE
Ehi, ThonFEiTREZ6RMIZIIBDOI R Rot, BEE2HLV3HICR
BRROLN ok, BEE 4 AREIIIFLAEMLTWSHR 1| fiELLNE, B
BES BLUBICEERBAEI LT,

930 mg/kg WEHTIZ, | ARBREBIEFEROHERELDMIZIEEEZBORDP 72, £
DO E HEBOBD B L CEFEOMREM TR, T, REERCHELET I —
CORIARVIELUEY T2 ERITSHH S WVIERLBED RN, BELE, BEE2A

KHAREDORBDH 2 VRERTEHZRO B8 bolc, BEOMREIT, BIEE 2 H



CRDoh ook, R THERDORY, H5WIEHEOCEEF RO LN, BE
FoRZRIhbOMIc, LB, BECERE, ®EBHR LR, BE. FTEEHLVIE
T A2 WBHERRL LN, -0 1 FICREZIELARD LT, BRITER o
bLOLEErENT, TOFIBESE S BICHHEEOBL BB b, TOBEMNLET
L@@MLTMtgit\ﬂﬁ% ROLNDEEITR o1, LinL, BERES HURICRE
REEaINT, 2oMmoEmIBEE I ALBRIIRCEFTRIRZ Doz o7,

1300 mg/kg BEFICIH N TH, BREBIIREERD o7 1 BlEkRE. WThoOFIz
%&5%&E%E@@ﬁ&%iﬁﬁﬁ@%%%kﬁﬁﬁéhtoit‘E%@@@ﬁ&ﬁﬁ
TLUT—BMICERIEELF. HH5W0ITREEHEMAERA LE#IERETRTER S - 72,
BEE2RACHEREFOBL 2RO FNRHY. £, REHZEEXPRHLNLRL o2
FILEBRFE 2 AICEREHOEL £RDOT, BEOHREMIT, BES 2 BLEIRBHONLR
ot RboTHERDOBD . H5WVIIHEOREENAD L, ZThbDOMTBES

. HOR, HITEE. b5VWEIEFTEREZEOHRH 7, BEB3IBLU4H
3 1 iRk RELR, LREBLIUVE IELOEMBEESHIZ, LrL, ZORLBRES

ALUBRIZEFRBEREIhEN o7, MO 1EE, BEE3 BICEFEEIRD N7,
BEFARCHIIELOEMB L UHR B bk, BRES AURBRICEENEREIND
BNZ 7o,

1800 mg/kg |EHETIL, {/ERICBREHORYD . HEOHEREMBLICHESBES L
., EBKEIITICREEAEL, BEE2ARE-TERERTH bH o2, LAL,
WThOPF Y, RT3 THEEVEETIZ Lok, RERKETLEZ1H (B4
FS 54) TR, BEHIFFMICEELTLHEIELARD AT, BRITBEL, 270D
YIS, EHIER, BHBLIUORTEFERLTCECLE, BREZRIZECLTY
HOMBERINE @EYES 55) b, BEBITIIBEZOBRITRIA W LTSN, ¥
BB LUOBTEETSBR IR, BEFE2 ARET LG (BHESF 53) Tk, REERIZ
REBEr—VORIEVIRLEY ST 2ERITHHRH LN, MRS ITHEIRPBHLN
P, FEERMICAEZIFLABO O, BEF 2 BICFIRIIEE L2, LRI T,
I, BEZIELBBOONRL 2 Y, BERITHNZWbO LA S, Sbhic, SHELEE

__10_.



ML TZEMesRL, FAREMETUTHRC L, BEE3ZBICHECLTVWIONRERIN
76 (&S 52) Tit. ®’E BIKITAE Lz BREBOR DR L UBRECHRE(LIMC
ERARO O ok, BEE 2 AICER. IE, GREOET. FEOREERSIUR
RBEDHLH, FHZIFLLROON LRV BERTHA 2V DO LY shz, BEF 4 H
WWRELTWAORFERENTA (B ES 51) Tk, 85 BICITATROF L ARICBRE
BORAB LCEEOEREMNBOLN, T, REERCHAEBSIUBREFE —v 0
RIARVBLEY /T AEFRTEHNS BMCAD O MIIREIBRE SN 2o, Lk
L. BEF2HILEREFORIPERESh, ELITEBIIE L, X, BEFE2HK
BEORENBDLN, IR LARDONTERTHOREE LB s, BRI

LARDONTWEZ ENLERITEN b b L Sh, ERED LI ODPEES
WO, TOHRRIEML TV, ARFPREF2 AH0BOLNEE Lahol,
BREIRBICIE, FREFOREBLUHEFRVBERINE,

ZWOMMgEEﬁh BWTH, BRERICBRETORED, HEOMREML LCELE
Bxhlk, BEARETLZ1H (8HES 56) 11, REE#»LHEMERRBO LN, BET
HTERKEE LR, £, FRBERESh, REZRIHHCHRELTHEIELERD L
NP, BRITBS LWL LHEEShE, 351K, REZORKRELSBELERICIFTY /—F
BIUOGREVETHROLND X520, HREMCIIZHHELBRESN, BEF 2 A
IHRELTWAORFERSNLIFDS L 1L (BES 57) I3RS BICIRSFED b,
TD%, BEEHOBONET L THEFIE-, £, REKOEIITLITARL, BRFT
BOEMGLHMTIN, FRABDOND LI IChot, &b, RERORHAZEL LA
B, FT/—E, SREDET. EHOKXKER TR LUEBHERERO R, BD
161 (BHES 58) 12, REERICEFNEDHOIEN, ZoRBFEESHORDIZEE L
%, BUSERBA R L, £, RELOHEZ T LRAEL, BRITBOREEE EHEh, 6
. ZEE, FT PR LIUOGREDETARED LN, BV O 14 (EHES 60) iT.
BREERPOEHIROON, BETIZ Lidhot, k., FRVEFOOLI., REEZD
BER] 25 ARI8 L2 B ICBRBEDETREBO bz, BESE 15 AL TEFLE 14 (BES
59) X, ®EBICHANRD B HEBBD I L OEEOHMREALOMIZ, —BEDOEFB LD

_11_.



HIRAED b, HREEBORDITEEE 3 AT THEL TESINEZS, RRIBERE
2RIIBHONE ok, LiL, BERE 2 ANLHEOREMR, BT, #HEHR, K17
B, REMREFABEINDI I DI Ro7, Znb0O L, HEFLREIBEE40ETH
RINDB, TOMIBRELE IR EITROONIZEREE Lz, —77. BEH 3 B LEHY
WOBBBRIND LT, BERTETRETSZ LiZhehol, £, BEE4RICEE

ZIELOEMA—BIICED bk,

3. k&

1) B (Figure 1; Table 5)

930 mg/kg LATF D LB REFECOWTHEREE & OELHIMT LEER, 670 mg/ke BE
HiX, REBOEENHBHEHLESNTHER (p<0.05) TEWEEARLEDR, REBITWT
NOBHLABELOMICAEERRD bR o7, 930 ng/ke BEBTIZ. BEF2H
SV 4 BOEDNHBEHELLLSTEHEE (PO.01) ZEWMELZ R Ui, ECHIRH -k
SHRAT 21T 2572 1300 mg/kg MEHTIX, WThoB®LEBERSE 2 BOFEIIRER
DEFEHETHED LW, £FFOFEIXCORBIMIE LA, HBREOEE LA
DT L ehot, 1800 mg/kg REBIZBWTHHEHES 2 HAFAOKFEIIREGA L~
TR LTz, 2500 mg/kg BERHIBIER 2 RICATFL TV AERRP- D TREH

PSHMTEEIZHEIE LT,

2) t (Figure 2; Table 6)

1300 mg/kg LAT @ LB B GBI DOWTK R L OZZ REHAENT L 2#ER. 670 mg/ke |G
i, WThoRb R L OMICEEZIRO O o, 930 ng/kg REFE T,
BEF 2 BOMEM, Eiz, 1300 mg/kg REFTIIBEEE 204 AOED. oRBEL T
RTHE (p<0.05, p0.01) IIENEZR LT, BUFIRH - DM Z21TH2 0
> 72 1800 mg/kg |EMTIX, WThOBPLAESE 2 ADKERREAOKRE L~ THE
LTz, 2500 mg/kg 5B T, EY?L)‘: 1 FIIBEE 2 BICKIT I FENRERD
RE LR THAD LTS, TORBINCEL, ELFEEABMML T, BES 15 BIC

_12_



. EFEBHOPTREBEL 20T,

4. REZFHRE (Table 7)
T, 1300 mg/kg BEBICKVWTIETH 2 Flo BIEIC e/ T OVNELRBRES

7re FOMOBENZ DWTIZ, BEHABICAEFEAOWTRIELARKEEIZIBRI N,

oY it

T, EEHB I OCEEFAONTHICLABMEEIIBE SN2 o7,

_13_
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FEL L, HETIZ 1300 mg/kg LEOREHIZBVWTHRER 6 M LERE 4 B ORICER
Hh., METH 1800 mg/kg A EDBREHICEWTHRERSHENLBERE 4 BOBICRED
bBivi, FIEREECIE, MH S HIT 1250 mg/kg U EOREFIZBWTHETRRBD BN, K
ARCBEWTHETIIFRARE FAROBRE R o7, £, BURHRICOVWTHHETH
PRLAAEKFOBEARD O, —7F, MIZOW T, ARBRTIX. 1300 ng/kg ¥ 8]
HELTHETET, FHRARTIEIFALFMNIET L7z 2500 mg/kg |EFITL>T5HF 1 F
WAETF LTz, Eo. ARBRTIE, 1800 mg/kg BEC K HFETFEDN 100% L7 0, #ETIIFE
CRIIEREPBO Sz otz, FEURBIC W T HIETIZ, 1800 ng/ke &E5F L 2500
mg/kg REBHOIETHMEIFMICERLEIROON o, ThbDZ &b, LB DR
ORECEDBIEBICOWTIL, TREEENREVWLDLEZLN, TRiTX-T
1800 mg/kg |5 & 2500 mg/kg 5 & OMICHARZ A EMBEENZED LN RP o7 b DL
Zrzbhl, UEORBHLHEEIN, LB OROFEIZLD LD, EIX. HETiX 1383
mg/kg. HETIE 1600 mg/kg T o7,

FEERUNZ DU T, 1800 mg/kg L EDREFTIZ, ECEWOFBRICBWTEREITBHEX
N, REREZHETIERBOORED-, —FH, BERORREEHD L, 1800
mg/kg LI EDRERETIE, FELANCHEF, T, ARBOETHLVIEIFT7 / —E05ED
bz, LB i, #EHAIL LTHAVLNDZZENE 2, I LERTHHCRDLNEE
LI LB PHIC L 2 FRMOMBNTER LB THDLEZLND, THICMEZ, REBD
FETHOPITIE, ECHNICAHOREBEHTRRIREEZTTHRH o7, ZTHLLDERDERE
oW TiE, ARBROBELLHALLTIEHARWE, BKEOBLLEROVE2LEZ LN
., BEBORAEBRLRLRB LTI Lz, 1300 mg/keg BREBOBEIZIZ, BiEOBAILE
STUNERED LI, IO OHMITITEFLABD LN TV IS, ETANITARBE
OB LB SN ARBREFTREL O, LML, BERBICHBELTHEZIZLAR
Do T, BRITHORBLAMShIFALEEFFRMOBIPLEREIRBDOND Y, £
BREERDH - b, XEEFRLELECEIBELTWALOLEEZLND,

LB OBMDEEN & LT, 7T0 B REFICEREDORBS I I VCEEROHERELS
BEINTWAEZENS, PIEMRERBICHEILBRRTHLILHAEINI DS, REBERICA
LNIZERATEH, RBICSHTRERELIREHEOEMTHD LEZLND, F7o. #
EEOH T, BREITEBORBL L TRLZLICEZ ZKRMELTHLEBZLZLRIMN, 0T
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NLBBRES A TIZEE L,

REFMEHE L 2 930 mg/kg LEDORSH THEF 4 A F THMMBIMH Sz, 1300
mg/kg WEBEDOHETIZ, BIEF 2 BITEERED L, TORTEESEMLL. Lirl,
HEMOBEIMOBREHLAE THoed, BEE 15 RickIT2HEIL, dHRECEL
TR TWe, —F, HTIE, FEEMMEOT D b 930 mg/keg 33 LT 1300 mg/ks &
BRI, BLRE 15 BICINBRLFAROFEZ THEML T, &5, 2500 mg/kg BF
HOEFML, B8RE 4 BETRHEWEETHER L QW e, TOREIMCEL, FEIX
ELSHEMLT, $R_XTOAEFHOPTROEL 2ok, ZoFIZE, REEMIBES
Ny, BIRTEREERRDO LN ol b, BAEMEZ TERIBHLZLD
LHEREIN, ZOX DI, BEELRD, T, BHREE LK, EEBMNATTET
2ERAHBRDONT, VFUABRECL>TEHEERXEBEMT 22 LE, e bHHIWVET Y b
THREENTVS Y, Ty b TREBCZOEENEIBVTEDLND ERESNTVD
Zinb, ARBROMOLEFFICEDONIEERMAED 1B REICIIBETHLLE
bbb,
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1) Frolova, A.D., Chekunova, M.P., Vasil’kovskii.,, V.G., Kuz’minskaia, G.N.,
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260
r.
220
180 |
140
—O—LB Omg/kg
—@— LB 670 mg/kg
- —&—[B 930 mg/kg
~—l—1 B8 1300 mg/kg
100 -—&— LB 1800 mg/kg
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/
/
I 1 1 1 A
0 4 8 11

Days of experiment

Fig. T Body weight changes in males
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200 r
180
160 |
140
120 k- —O—1B 0 mg/kg
—@— LB 670 mg/kg
—&— B 930 mg/kg
—il— LB 1300 mg/kg
100 —&— LB 1800 mg/kg
—> B 2500 mg/kg
80 +
—
| 1 L 1 1 \ 1
0 1 2 4 8 11 15

Days of experiment

Fig. 2 Body weight changes in females
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Table 1

Acute oral toxicity test of lithium bromide in rats

Mortality of male and female rats until day 15 of experiment (day

1=the day of administration)

No. of Mortality on day 1 Mortality of animal (days of experiment) Mortality
Sex Dose animals (hrs after treatment) until
(mg/kg)  omined 2 3 4 5 6 7 8 9 10 11 12 13 14 day 15 of
0-5 5~-6 0-6 experiment
o 5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
670 5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
Male 930 5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
1300 5 0/5 0/5 0/5 0/5 0/5 2/5 0/3 0/3 0/3 0/3 0/3 0/3 0/3 0/3 0/3 0/3 2/5
1800 5 0/5 6/5 0/5 4/5 1/1 5/5
2500 5 0/5 1/5 1/5 4/4 5/5
o 5 0/5 0/5 0/5 ¢/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
670 5 0/5 0/5 0/5 0/5 0/5 6/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
Female 930 5 Q/5 Q75 0/5 0/5 0/5 a/s 0/5 a/5 0/5 0/5 Q0/5 a/5 /5 0/5 0/5 a/5 0/5
1300 5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/3
1800 5 1/5 0/4 1/5 2/4 1/2 1/1 5/5
2500 5 0/5 1/5 1/5 3/4 0/1 0/1 0/1 0/1 0/1 0/1 0/1 0/1 0/1 0/1 0/1 0/1 4/5

a), Distilled water for injection



Table 2

Acute oral toxicity test of lithium bromide in rats

Behrens{EIZEDLD fED B H

1600 (mg/kg)

i3
| HE . o | RREK
(mg/kg)| BB | UG | EGIB wE  PRECEW |

670 5 0 5 0 13 0.0 (0/13)

930 5 0 5 0 8 0.0 (0/8)

1300 5 2 3 2 3 40.0 (2/5)

1800 5 5 0 7 0 100.0  (7/7)

2500 5 | 5 0 12 | o 1000 (12/12)

50 - 40.0
800-1300 - 83
(1800-1300)~ 100.0 - 40.0
LD,, = 1300 + 83
= 1383 (mg/kqg)

/15

HE . , - REEEH o
(ma/kq)| BE | O | LGOI e 7 FRFEHE®)

670 5 0 5 0 16 0.0 (0/16)

930 5 0 5 0 11 0.0 (0/11)

1300 5 0 5 0 6 0.0 (0/6)

1800 5 5 0 5 1 83.3 (5/6)
| 2500 5 L 4 1 9 1 90.0 (9/10)

50 - 0.0
- =300
(1800-1300)x 533 — 0.0 -
LD, = 1300 + 300
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Table 3

Acute cral toxicity test of lithium bromide in rats

Clinical findings in males

Number of animals with clinical findings

Clinical signs Dose

Experimental days

{mg/Xkg) 1#! 2"

3" 4 5

6

~] ~2 ~3 ~4 ~5 ~g hrs 1st 2nd

1st 2nd 1lst 2nd 1st 2nd 1st 2nd

8 9 10

15 Total

oc)
670
339
1300
1800
2500

1/5 -
4/5 2/5
4/5 5/5

Decrease in
locomotor
activity

Moo W
oW
N We |
NLWwWwd
[N V|
[ ¢ R

1/5
3/s5

/5 - - -
2/5 1/3 1/3 -

1
UGt ;o

670 -

3390 - -
1300 - -
1800 3 -
2500 5

Sedation

B W N
,wm

L,

670 - - - - - -~ -

930 - - - - - - - -
1300 - - - - - - - -
1800 - - - - - - /2 -
2500 - - - - 1 1%

Passivity

670 - - - - - - - -

930 - - - - - - - -
1300 - - - - - - - -
1800 - - - - - - /2 -
2500 - - - 2 2 1@

Hypothermia

670 - - - - - - - -
930 - - - - - - - -
1300 - - - - - . 1/5 1/5
1800 - - - - - - - -
2500 - - - - - -

Emaciation

1/5

O - - - - - - - -

670 - - - - - - - -
930 - - - - - - - -
1300 - - - - - - 1/5 1/5
1800 - - - - - - 1/z 1/1
2500 - - - - - -

Piloerection

1/5
1/1

2/5 - - -

|
[8)

[

Day 1, the day of administration; -, no animal shc ™ 1 the sign

a), initial number of animals was 5 per group ‘' b), with clinical

findings/examined

c),

Dis

led

water for

injection

d),

4 animals were examined



Table 3 (continued)

Acute oral toxicity test of lithium bromide in rats

Ciinical findings in males

Clinical signs

Dose
(mg/kq)

Number of animals with clinical findings

Experimental days

la)

2>

~1 ~2 ~3

~4 ~5 ~§6 hrs

3bl

1st 2nd 1st 2nd 1st 2nd lst 2nd 1st 2nd

8 9 10 11 12 13 14 15

Total

Cyanosis

Incomplete
eyelid opening

Reddish tear

Lacrimation

Nasal discharge

Abnormal
respiratory
sound

Oc!
670
930

1300
1800
2500

670
930
1300
1800
2500

670
930
1300
1800
2500

670
930
1300
1800
2500

670
930
1300
1800
2500

0
670
g30

1300
1800
2500

b

Nk W

ey

1/5 -
1/1

19

- 1/5 -
1 - -
2 3/5 4/5
- 2/5 1/5
3 - -
- - 1/5
- - 11
- - 1/5
29

1 - -

B

Wwvomom

Day 1, the day of administration;
a), initial number of animals was S per group

no animal showed the sign
b), with clinical findings/examined

Distilled

water for injection d), 4 animals

were examined
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Table 3 (continued)

Acute oral toxicity test of lithium bromide in rats

Clinical findings in males

Clinical signs

Dose
(mg/%qg)

Number of animals with clinical findings

Experimental days

12

~1 ~2 ~3 ~4 ~§ ~6

be

3>

6

hrs 1st

2nd

1st 2nd 1st 2nd lst 2nd 1st 2nd

8 9 10 11 12 13 14 15 Total

Soiled fur

Changes in
fecal
appearance

No feces

Decrease of
fecal volume

No spilt feed
(abolish
feeding
behavior)

Increase in
spilt feed

0!
670
930

1300
1800
2500

670
930
1300
1800
2500

670
930
1300
1800
2500

670
930
1300
1800
2500

670
930
1300
1800
2500

0
670
930

1300
1800
2500

I W

[ ]

IS I I |

[}

1/5 1/3 1/3

1/5
1/5
2/2

1

1/5
4/5

1/5
5/5
1/1

1/5
/1

|
oo ;e o

|
|
1
= oN )

]
|
1
1
1
I
I
I
H

[
W

1/5
1/1

2/5 1/5
3/5 2/3 2/3

N b ]

|

|

i
[ L

Day 1, the day of administration;
a), initial number of animals was 5 per group

-, no animal sho

4 the sign

sy, with c¢linical

findings/examined

cl,

Dis

'

A
sed

water for injection d), 4 animals wers examined



Table 3 (continued)
Acute oral toxicity test of lithium bromide in rats

Clinical findings in males

Number of animals with clinical findings

Clinical signs Dose

Experimental days

{mg/kg) 1%

35)

1st 2nd lst 2nd 1lst 2nd 1st 2nd 1lst 2nd

8 9 10 11 12 i3 14 15 Total

¢! - _ - _ - -
6§70 - - - - - -
Stereotyped 930 - - - - - -
behavior 1300 2
1800 1 1 ~ - - -
2500 2

O - - —_ - - —_
670 - - - - - -
930 - - - - - -

1300 - -~ - - -
1800 - - - - 3
2500 - - -~ - 1 3

Abnormal gait

NN

1/5

1/2 1/1

1/5 1/5

wuonN

Day 1, the day of administration; -, no animal showed the
a), initial number of animals was 5 per group

sign
), with clinical findings/examined

water for injection d), 4 animals were examined



Table 4

Acute oral toxicity test of lithium bromide in rats

Clinical findings in females

Number of animals with clinical findings

Clinical signs Dose Experimental days
{mg/ kg) 1 21 3! 5 6 7 8 9 10 11 12 13 14 15 Total
~] ~2 ~3 ~4 ~5 ~6 hrs 1st 2nd 1st 2nd 1lst 2nd 1st 2nd 1lst 2nd
0 _ _ _ _ _ _ - . - - _ _ _ _ _ _ _ . - - _ _ _ _ _ _
5 _ 670 - - - - - - - - - - - - e e - - - e - e e e -
oo aoe 930 4 - 4 4 4 3 3/52/5 - - - - - - - - - - - - - - - - - 5
T 1300 2 - 2 3 4 3 5/54/5 - - - - - - - - - - - - - - - - - 5
activity a @
1800 4 4 5 3 3 2 /3 - - - 5
2500 5§ 3 2 1 1 1 i/11/11/1 - - - - - - - - - - - - - - - - 5
4] - - - - - - - - - - - - - - - - - - - - - - - — - -
670 - - - - - - - - - - - - - - - - - - - - - - - - - -
Sedation 930 - - - - - - - - - - - - - - -7 - - - - B B - - - -
1300 - - - 1 - - - - - - - - - - - - - - - - - - - - - 1
1800 - - - 2 19 2 2/3 2/2 1/1 1/1 5
2500 5 4 3% - - - - - - - - - - - - - - - - - - - 5
0 - - - - - - - - - - - - - - - - - - - - - - - - - -
670 - - - - - - - - - - - - - - - - - - - - - - - - - -
Passivity 230 B - - N . - - - - - - - - - - - - - - - - - - - -
1300 - - - - - - - - - - - - - - - - - - - - - - - - - -
1800 - - - - - - 1/3 - - - 1
2500 - - - - 2 2% - - - - - - - - - - - - - - - - - - - 3
O - - - - - - - - - - - - - - - - - - - - - - - - - -
670 - - - - - - - - - - - - - - - - - - - - - - - - - -
. 930 - - - - - - T -
H thermia
Ypother 1300 — - - — - - - - - - - - - - - - - - - - - - - - - -
1800 - - - - - - 2/3 1/2 - - 2
2500 - - - 1 3 3% T S - - - - - - - 4
O - - - - - - - - - - - - - - - - - - . - . P - - . _-
670 - - - - - - - - - - - - - - - - - - - - - - - - - -
; . 930 - - - - - - - 1/5 - - - - - - - - - - - - - - - - - 1
Piloerection
1300 - - - - - - T T T -
1800 - - - - - - /3 1/2 - - 1
2500 - - - - - - T -
O - - - - - - - - - - - - - _- - - - _ _- - _- - - - - -
670 - - - - - - T -
Cyanosis 930 - - - - - N - - - - - - - - - - - B - B - - - - - -
1300 - - - - - - R -
1800 - - - - - - - - - - -
2500 - - - 1 2 2% - - - - - - - - .- - - - e - e e
Day 1, the day of administration; -, no animal she i the sign .
a), initial number of animals was 5 per group b), .ith clinical findings/examined c), Distili water for injection d}, 4 animals were examined



Table 4 (contlinued)

Acute oral toxicity test of lithium bromide in rats

Clinical findings in females

Number of animals with clinical findings
Clinical signs Dose Experimental days
(mg/ kg) = P 307 na 57 b7
~1 ~2 =~3 ~4 ~5) ~6 hrs 1st 2nd 1st 2nd 1st 2nd 1lst 2nd 1st 2nd

b}

7 g™ ¢®h 10 117 12® 137 14 18Y Total

OCI - - - - - - - - - - - - - - - - - - - - - - - - - -

670 - - - - - - T T T T -

Abdominal 930 S - T e T T -
distention 1300 - - - - - - - - - - - - - - - - - ~ - - - - - - - -

1800 - - - - - - - - - - -
2500 - - - - - - - - 1/11/11/11/1 1/1 1/1 1/1 1/1 1/1 1/1 1/1 1/t 1/1 1/1 1/1 1/1 1/1 1

670 - - - - - - - - - o - .o oo o .o .o e -
Incomplete 930 T - - - - - - - - - - = === == - - - - - - - - 1
eyelid opening 1300 - - - - - 1 -~ - - o -~ o= o e e e 1
1800 - - 1 3 29 2 - - - - 3
2500 - 1 3 3 4 3% T S T 4
0 - - - - - - - - — - - - - — - —_ - — — - - —_ - - — -
670 - - - - - - - -~ - - oo a oo -
. 930 - - - - - - 1/5 - - 1/51/8 - - - - - - - oo
Reddish t
© ear 1300 - - - - - - 2/5 - 1/51/5 2/5 2/5 - - - - - o~ - -

1800 - - 1 1 a3 g« 2/3 172 1/1 1/1
2500 -1 1 1 1 1% -~ - - - - .-

|

!

]

I
=N WN

0 - - _ - - - - - - - - - ~ - - - - - - - - - - _ - -
670 I - T T
Lacrimation 230 - - - 0 7 B - s - - - - s s s s s - - - -7 - - 1

1300 - - - - - - -
1800 - - - - - - 1i/3 1/2 - - 1
2500 - - - - - - - - - - - -~ - - - -

0 - - - - - - - - - - - - - - - - - - - - - - - - - -

670 - - - - - - e -

Nasal discharge 230 - o7 -7 - - -7 ) -0 07 - - - - - - - - - -
1300 - - - - - - T - - -

1800 - - - 1 - - - - - - 1
2500 - - - - - 1® 1/1 1/1 1/1 1/1

- - - - - - —- - - - - - - - - 2
Qg - - — - - - - - - - - - — - - - - - - - - - - - — -

670 - - - - - - e -

kE - - - - - - - - - - - - - - - - - - - - - - - - - -

Salivation 1352 _ _ R I B o _ B _ B B _ _ B i

1809 1 - - - - - - - - - 1
2500 - - - - - - - - - e - - .- .o -

Day 1, the day of administration; -, no animal showed the sign
a), initial number of animals was 5 per group ), with ¢linical findings/examined ¢}, Distilled water for injection d), 4 animals were examined



Table 4 (continued)

Acute oral toxicity test of lithium bromide in rats

Clinical findings in females

Clinical signs

Dose
{mg/kg)

Number of animals with clinical findings

Experimental days

la)

~] ~2 ~3 ~4 ~5

~6 hrs

Zb)

3

b}

5

1st 2nd 1st 2nd 1st 2nd 1st 2nd lst Znd

7 8 9 10 11

14 15 Total

Abnormal
respiratory
sound

Soiled fur

Changes in
fecal
appearance

No feces

Decrease of
fecal volume

No spilt feed
{abolish
feeding
behavior)

Oc)
670
930

1300
1800
2500

0
670
9390

1300
1800
2500

670
930
1300
1800
2500

670
930
1300
1800
2500

670
930
1300
1800
2500

670
930
1300
1800
2500

N W

o W W 1

i

b oW W

N WKNe W)

BN |

d}

d}

[y

d}

[N]

1/5
1/5

1/1

1/1

2/5
2/5
3/3
1/1

2/5
1/5

1/5
2/5
2/2
1/1

1/5

2/2

1/5

1/1

1/5
1/1
1/1

1/5 1/5

)
)
N

1/1 1/1

'
t
N R

|
|
[§, IS ¥ B

1
1
1

I
i
HWwNoN

I
|
1

1
|
o)

f
]
1

|
|
[l |

w

Day 1, the day of administration;

a), initial number of animals was 5 per group

-, no animal shec 1 the sign
b), w<ith clinical findings/examined

c}, Distill

}

. water for injection

d)'

4 animals were examined



Table 4 (continued)

Acute oral toxicity test of lithium bromide in rats

Clinical findings in females

Number of animals with clinical findings
Clinical signs Dose Experimental days

tmg/ kq) 12! 2P7 377 4™ 5 6 7 8 9 10 11 12 13 14 15 Total
~] ~2 ~3 ~4 ~5 -~ 6 hrs 1st 2nd 1st 2nd 1st 2nd 1st 2nd 1lst 2nd

Osl - - - - -~ - - - - - -

670 _— - - - - -~ - - Y5 - - - - - - - - - - - - -

Increase in 930 _ - - - - ~ 1/5 1/5 1/5 1/5
spilt feed 1300 _ - - - - - 1/5 1/5 2/5 2/5
1800 _— - - - - - - -

2500 _ - - - - - - - 1/11/1

1
|
i
|
!
|
]
]

I

)

|

I
)

[N

1
|
|
I
|
I
]
1
'

[e]
t
|
1
|
|
I
|

i
|
|
|
|

1

I

i

!

I

670

Stereotyped 930
behavior 1300
1800

2500 - - - - - - T T

[}
1
|
i
I
|

=

S~

[&]
r
|
|

i

1

|

!

|

1

(

)

1

|

|

I

|

|
1
[ LI

N
1
|
i
)
1
1
i
|
1
N

670 - - - - - - T -
930 - - - - - - /5 - - - - - - - - - - - - - - 1
1300 - - - - - - /s - - - - - - - - - - e - 1
1800 - - - 2 % ¥ - - - - - 2
2500 - - = = - - 1/1 1/1 1/1 1/1 1

Abnormal gait

i
|
1
i
I
I
[
|
1
1

0 - - - - - - - - - - -
670 - - - - - - T T
930 - - - - - - - 15 - - - - - - - - - - - - -
1300 S - T
1800 - - - - - - - - - -
2500 - - - - - - e T S

Increase in
auditory
response

Day 1, the day of administration; -, no animal showed the sign
a), initial number of animals was 5 per group b), with clinical findings/examined c), Distilled water for injection d), 4 animals were examined



Table 5

Acute oral toxicity test of lithium bromide on rats

Body weight changes in males

Dose Animal Experimental days
(mg/kq) no. 1 2 4 8 11 15
1 115.0 137.7 156.9 193.5 221.9 259.6
2 112.4 131.1 15%.7 185.2 208.8 240.0
3 113.3 127.7 145.3 173.8 194.5 217.9
4 115.4 138.5 157.1 187.7 207.4 239.5
o™ 5 114.5 132.2 153.4 187.5 217.4 250.6
Mean 114.1 133.4 152.9 185.5 210.0 241.5
+§.D. 1.2 4.6 4.8 7.2 10.5 15.6
N 5 5 5 5 5 5
6 110.7 129.1 153.3 186.1 210.4 245.3
7 110.9 129.2 148.9 185.5 211.3 244.5
8 112.2 127.4 150.8 187.4 210.9 251.1
9 108.9 124.3 145.5 177.5 201.3 230.2
10 114.8 131.6 153.3 185.5 214.6 250.3
670
Mean 111.5%* 128.3 150.4 184.4 209.7 244.3
t5.D. 2.2 2.7 3.3 3.9 5.0 8.4
N 5 5 5 5 5 5
11 108.7 117.2 140.8 173.2 192.4 222.5
12 109.0 118.5 143.8 182.6 211.4 246.0
13 116.0 124.9 147.9 191.6 223.1 258.7
14 111.4 109.9 141.8 175.3 195.0 230.4
930 15 110.1 123.5 145.4 173.7 197.8 230.8
Mean 111.0 118.8** 143.9** 179.3 203.9 237.7
+S.D. 3.0 5.9 2.8 7.9 13.0 14.5
N 5 5 5 5 5 5
16 116.6 108.5 116.0 154.1 182.1 216.8
17 108.3 103.1 129.8 159.6 184.2 214.3
18 104.2 93.1 Died on day 4 ( 79.2)
19 112.8 108.5 124.8 169.6 204.3 234.0
1300 20 110.9 101.7 Died on day 4 { 90.1)
Mean 110.6 ® 103.0 ™ 123.5 ® 161.1 ® 190.2 ® 221.7 M
*sS.D. 4.7 6.3 7.0 7.9 12.3 10.7
N 5 5 3 3 3 3
21 106.2 Died on day 2 { 98.7)
22 119.0 Died on day 2 (111.3}
23 113.8 104.4 Died on day 3 ( 97.4)
24 112.6 Died on day 2 (102.7)
1800 25 115.2 106.1 Died on day 2 (105.5)
Mean 113.4 ® 105.3 ¥
+5.D. 4.7
N 5 2
26 110.9 Died on day 2 (100.7)
27 107.2 Died on day 2 ( 9%.0)
28 115.7 Died on day 2 (108.1)
29 111.5 Died on day 2 (106.0)
2500 30 106.8 Died on day 1 {(101.7)
Mean 110.4 ®
*8.D. 3.6
N 5
Parameter, body weight (g) * , Significant difference from control, p<0.05

Day 1, the day of administration **, Significant difference from control, p<0.01
a), Distilled water for injection
b), Not examined for significant difference from control

( ), Body weight at death
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Table 6

Acute oral toxicity test of lithium bromide on rats

Body weight changes in females

Dose Animal Experimental days
(mg/kg) no. T 2 i 3 11 15
31 98.4 118.6 134.7 144.1 158.3 171.5
32 103.5 120.9 137.6 158.4 174.9 189.7
33 90.1 109.5 127.0 145.4 160.0 173.0
34 97.1 114.6 134.1 149.8 154.1 162.4
0o 35 105.0 127.3 141.6 159.0 167.3 179.6
Mean 98.8 118.2 135.0 151.3 162.9 175.2
+§.D. 5.9 6.7 5.4 7.0 8.2 10.1
N 5 5 5 5 5 5
36 94.4 116.6 132.9 150.6 159.9 171.2
37 101.0 118.2 138.6 152.8 161.8 172.7
38 102.1 116.1 132.5 152.6 164.3 182.5
39 95.3 111.3 129.7 146.5 160.9 176.2
40 97.5 116.6 136.5 156.2 1712.7 188.5
670
Mean 98.1 115.8 134.0 151.7 163.9 178.2
+S8.D. 3.4 2.6 3.S 3.6 5.2 7.2
N 5 5 5 5 5 5
41 96.1 107.6 128.0 150.6 162.7 175.6
42 94.4 93.2 119.4 139.2 146.0 151.4
43 98.1 104.7 128.4 159.0 182.2 192.8
44 98.5 116.2 134.0 155.0 163.2 174.6
930 45 94.9 89.6 108.0 131.1 148.8 163.2
Mean 96.4 102.3* 123.6 147.0 160.6 171.5
+S.D. 1.8 10.9 10.1 11.6 14.4 15.4
N 5 5 5 5 5 5
46 97.1 97.8 112.7 137.5 144.7 153.3
47 99.6 93.4 112.7 145.6 156.4 171.5
48 96.8 106.1 129.7 148.3 165.7 176.6
49 99.6 109.7 130.3 155.8 167.5 177.3
1300 50 101.2 107.8 129.1 153.8 168.5 190.2
Mean 98.9 103.0%* 122.9* 148.2 160.6 173.8
£S.D. 1.9 7.0 9.3 7.3 10.1 13.4
N 5 5 5 5 5 5
51 97.9 92.4 Died on day 4 (80.5)
52 98.2 90.4 Died on day 3 (89.1)
53 101.3 93.2 Died on day 2 (21.8)
54 93.5 Died on day 1 (89.6)
1800 55 97.3 Died on day 2 (91.9)
Mean 97.6 92.0
+S.D, 2.8 1.4
N 5 3
56 100.3 Died on day 1 (93.8)
57 96.6 Died on day 2 (90.5})
58 98.7 Died on day 2 (91.5)
59 104.2 99.5 105.4 155.3 178.3 198.9
2500 60 95.8 Died on day 2 (85.6)
Mean 99,1 ® 99.5 ®' 105.4 ® 155.3 ® 178.3 ®  198.9 ¥
*S.D. 3.3
N 5 1 1 1 1 1

Parameter, body weight (q)
Day 1, the day of administration
a), Distilled water for injection

* , Significant difference from control, p<0.05
**, Significant difference from control, p<0.01

b), Not examined for significant difference from control

( }» body weight at death



Table 7

Acute oral toxicity test of lithium bromide in rats

Macroscopic findings

Sex Dose (mg/kg) Animal No.

Organ and findings

1 No abnormality
2 No abnormality
o*! 3 No abnormality
4 No abnormality
5 No abnormality
6 No abnormality
7 No abnormality
670 8 ¥Wo abnermality
9 No abnormality
10 No abnormality
11 No abnormality
12 No abnormality
930 13 No abnormality
14 ¥o abnormality
Male 15 No abnormality
16 No abnormality
17 Ko abnormality
1300 18 (Died) Spleen Pale, small
19 No abnormality
20 (Died) Spleen Pale, small
21 (Died) No abnormality
22 (Died) No abnormality
1800 23 (Died) No abnormality
24 (Died) No abnormality
25 (Died) No abnormality
26 (Died) No abnormality
27 (Died) No abnormality
2500 28 (Died) No abnormality
29 {Died) No abnormality
30 (Died) No abnormality
31 No abnormality
32 No abnormality
o* 33 No abnormality
34 No abnormality
35 No abnormality
36 No abnormality
37 No abnormality
670 38 No abnormality
39 No abnormality
40 No abnormality
41 No abnormality
42 No abnormality
930 42 No abnormality
44 No abnormality
45 No abnormality
Female
46 No abnormality
47 No abnormality
1300 48 No abnormality
49 No abnormality
50 No abnormality
51 (Died) No abnormality
52 (Died) No abnormality
1800 53 (Died) No abnormality
54 (Died) No abnormality
55 (Died} No abnormality
56 (Died) No abnormality
57 {Died) No abnormality
2500 58 (Died) No abnormality
59 No abnormality
60 (Died) No abnormality

a), Distilled water for injection
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