
 his ii'lic~. I > ,  I C J  i l r l " o ~ - i i i  yi, I ( / / l ~ c  r~:s~il t \  01- ;i ~-(:ccntly completed i r l  vivo mainnlalian 
ei-ytll~~ocyt IIII(:I.OIIIIC.~CLI:S Il: st 111  I 1 1  I: I 11 tllc I ) (  ~ v i :  I*C(CI.CIICC~ s~lbstilllce. 

i 4 1 i  if: l f i l ~ o  rn;ir~-ii-~-~ali:iii P I - .  t l - ~ - i ) i : y ~ ~  X I I ( : ~ O I ~ ~ ~ C ~ C L I S  tcst was conducted in male ;rild female 
~ i . l : c ' ~ " ( i C i t )  B l i  I T I ~ L C .  'F l l i  1 ~ ~ s ~  :,I i hi,~;ill(:-, ;ilid t hc control S U L I S ~ ~ I I C C S  wcsc adminis\-ered once by 
v i e  ; I  i i r  . - I  1 2 I 8 I c -  I I - e t n t  'The test substnnce was 
dc1ivt:red i n  ci-)I-n oil. ~ .OI IC ' I I I . ICI I I  ill ;:;~LIVC ( \ / I I I I I C I C )  ~ o ~ ~ t r o l s  were included at both sacl-ifice time 
poi~its, as \\?ell ,1s a p w i i  F vc c*dcio i  111 lspha~i-~itlc i-onii ol at the 24-hour sacrifice time point. The 
i ~ l  ~ q i 1 1 o  1 -n(  l~- isc j~iicrc~~~t~~.;lci~:; t~:st t j  , I I C ~ \ ; ~ ~ I  vt;' 

~i ;~r-i:r~:fii~dcl- r:xpci I 11 I ( . I I [  LI: ii15 oni.  gi i t i i l ~  01. 3 inale ~ilice was conciuctcd for closing 
I i t  I i r  I -  t I -  n iiii hi ;it1 y 'ilic hi~licst  and only dose used for the rangefinder 
1 w I I .  I I o 2 1 !h ;; i i o l l j  -3, ~:igli[ iidministerccl by gavage. 'The :lniinals were 
S I C  I I I i s  I I . I  /*)i ; i / /C j  I ~ ? ( - J I  I ih!y illi111edli1t~l)/ af'tel- dosing and claily theseaftel* 
I t : ;  1 1  I 4 I t -  0 1  I .  313 in;lle a~~ill ials showed ataxia at 5 and 
l ii nl ini i te ;  ~:o,.t-~iusii~;., a i l t i  . , 1 1 1  liiils s l ~ o \ ~  L i.i io\u ijosture 15 mi~~iltes post-dosing. No clinical 

I of' I y c I s  4 1 0 i t  I S  I .  NO weight loss, rnoribilndity or 
i~ior-tiili t k  oct:~-i~-~.cd* 

l i i  i l ~ i :  I ~ ~ ; L I I I  SIL~(!)  . 1111 i i . ~ ~  I :i!.j:, 01 '  te:,~ LI . I~~L;I : I I ICC wcsc 500, 1000, 01" 1-000 mgll~g body 
v . c I k t :  I 1 1  1 1  i ~ r  .11 il::lis if to.\litl ty at 0-1 ~ O L I S  post-dosirlg, 3-5 hours post- 
tlo.;itig ; i l i t i  IX-JOI- "1 t l ~ c  :liciii 1 1 ~ ~ 1  ;,i.:~-lilt:c .it :': ! or IS l~ours post-dosing. Slide ev;~luation was 
c o ~ ~ c l i ~ c t c d  i t [  3 1 1 1  dosc l c , \ ( - l ;  , I :  11)c 2 i - l ~ o i i ~ .  :;aLri~rc*c p i > ~ t ~ t ,  anti a t  thc 3000 ~ - i ~ g / k ~  ciosc lcvel at t h c  
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I\.lol ( . ~ i i i y  o1:c~li rzd. 1 1 ,  I i i 1 1;: ii;iii:-: do:;i:d ; I I  2900 inglkg. Clinical signs of toxicity were 
o ~ : ~ ~ : I ' v c c I  ; I  ;I: 1 L ~ S C  [C\I[ . :~S ICFII:IJ 1 1  i  id^ i ~ l ~ i i  i;:ill;iii- c-r~icc exposcd to the test substanci:. At 
0 I I , I I I I t~,Ii.iic cl .lt.lu i:i in 14/14 males and 1/11 14 Sernales, :lnd 
~x-o:; t~-;~tia~ i r l  .3"4 icinal~.::;, i .  1 0 trig/kz, ;[ la? i L i  v a:; obsel-vet1 in 7/10 males ancl 7/10 females. 
A[ $00 m,9 ki;. ; i t ; ~ x i ; i  w ; i i ;  o l i i ~  ifV1i:.i i -1 l / l O  rn.llc{ ; i n k \  I / 10 females. TIICI-c were no significant 
ch:in;gcs irk b ~ t i ! ~  ~~/ t : igh i  (-11- i-mdy : I! /II  ;;:~li-k 112 oltIjc~= ~na le  or le~nale aniinals administt:red the test 
sul~stal~cc.  

No ; I  I I -  I I I li~::-cases in  1 ,  iici-oiulcieated PCE frequency were observed in 
any cvalrriiixi ic'st : s ~ i b ~ l ; i i l i ~ - ~ ~  c; \ [ i  1 :i-ot~p t:f 111 I I C  01 h:~-nale ilnilslills at either- time point. I'hcl-e 
LVCIL: no i<i;~tl>bI~~ally ~ i g n i l i ~ i i r - i i  riel 11 i~i,r_.s i i i  ITCia,s aiilong 1000 erythrocytes. I-lowcvel-, LI 

dcprc:~slc~r I T I  I 11e i l  ocjucllcy oi  I'i '; ; i ~ o ~ ~ ~ l  .:;-ytl~i-( q 1 i c :  : was tietectcd at the 48-11s timc point i n  inale 
i s  s I I s I .  I s  I 1 0 r :I1 ti~ough not statistically significant, and 
withi11 thc lailoi-a~ol-y hr%;ioi-~<;i~ I[$,: i ; i ~ ~ v c  i oi-tml i-anp:, this is considel-ed as ;in indication of bone 
I I - I ~  -1-ow to t \ i t : i i  ! I ,  conj J I - I T I ~ ~ ~ ;  thaf ~ I K :  tel;l ~ ~ ~ L ~ I J S I ~ I ~ I C : ~  ~-c;icI~ecf thc ta-get cclls. 

J 3 J - I  oidiiiiit~~i::, i l i i .  ciii~ical signs dcscri bed above al-e being reported 
in  ;ic*col-ci;lilcta wit 11 ~ : ~ L I ( ~ ; L I I ~  2 )  \ / I  11 1 1 1  i l ic  131 141 -I':;CA Scction S(c) lieporting Guidc: (June 
I"r1l) 


