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&jJ&I J> J&U &- >jJ j/p + l l l ~ n - ~ ~ ~ ~ - ~ c t r e ~ t i d e  j l  a> I'-.I 

a 4  >AJ LJ &I #>$ J+ tr &-LY-LY + J ~ J  4 ~ J P Y -  j l  &JI>AAW- 

&I ' j j +  > J A W  //j> +;I  &>-LL~ cri;r &1* ++ ~ ~ I J > l l l l n  > f i j  4 . ~ - l  

"ITC-EDDA-HYNIC-D-P~~~-T~~-O~~~O~~~~ .&4 ~ c .  + Y4 j Jl.4 1 2 &LL( 

& J ~ J  CCI~~AAW- I> O ~ o s c a n  4 dAlt L J ~  a 9 4  9 +-+ crLb LIP + 
4 jl~'L J+ J J L ' J ~  .a;/ jg > j p  &-L9-Lr 

-r;@ LIP + CEDDA) +I 61 &> ~ f "  &I &/JI> d &4 Lc. +-I 4-& 
J> Z9*  j I &jLJl&'Lf; a>jk .&4 L/. in vitro j in  vivo J Y ~  4 a/+ 

/Jk jej + J b l j  AjJ* ejy- .HPLC .jb+ . ~ f i - r  + Y4 4 % ~  +_+JI 

&b /J ~ f d  &4 & j/+i 9 #& j/&Lf;?&- 4 >y #bi-+ dyYp j  .& 
. i - l r > g - b  e > L l  

LJ> &I '+ Ls/l >jj+ '+I j/J+ '>-L9-LY :&+W &LOO& 
~ m - ~ f l  '+I 6 1 J . , + i  

?l; l+ >-LJLr JJL~ AJY J> I+I 

;j dl+ + ( T W  ) +L2+I -T->-j>> 

-%-,&,+jlJ+ J J*J r, *L+ LL;L 6%. 

% JLGI rJ+ J> Lw d l + -  + +I 
L 6 j L j I L L S  . (Y )  sJl$ 9%-?+- 

JI+; + rl+ LQ r, jL; 9 9 m - ? A -  

r, o J 2  LL  +-jIj+ dl+ J f+- LF, 

LQ dl+ + +- j j l  L Jlj -J*J, .)JI) 

6jLJ\, dC=J o>jL 61j1, 45 0 3 L l  ol+ 

in J, Jj ,,! ++ & in vitro dJ\+& J YL;L 

o,li;l 45 )+ Jl>J+e yd= &>I+& jl vivo 

6Jl+k >-\>I + I d  !>jL d lJ di &L 

&+I 6, ,+.I 6 3  &-I ) EDDA oI+ j l  

,I+ J;Q a l p  r, EDDA.i-l OG o>li ; l  (+I 

e+J>j++,.J45d~i j l ~ ~  S > k l  
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.+>J & j L  &I; HPLC j l  o > L l  L 

HY NIC-T~~'- ~3f l213j l  - • . -+ 
9 9 m ~ c  I! Octreotide 

- o l ,d  La L JL.4 d>$ > I L L  * L. ?-j - . - -- 
cp,S J$ ,> in vitro in vivo &LANJ2 c-L 3 

La jI &>2 3-1 >> .(Y) >>IJ I> dl 

3 -I+>$ o > L l  & j L  >I> 3l.Z + EDDA oI? 

.G />* & j L > I L L  &LA >,> 

:&S e EDDA j I O J L I  - \  

r - ~ j L ~ > + 7  fJ>& jlJ+ C! 

J+ A,+ Y O  : p H 4 . 2  L >Yy -10 c j L l  

& + t O.IN HCI J >  SnCI2.2H20, IOmg/lOml 

A-: E D D A ~  f &,~-++i& 

A \ o  &,L c j ~ -  A v- -L.J J+&& 

LGL L- jl + 3 -I+> f 3 b I  L-+I 

3 &jL j lL l .Z  dl- G L l  &L> J >  a>+ +&I 

3 ITLC t HPLC j l  o > L I  dL+3>IJ /3, 
.A2 & Seppak-C I8 

a J e  EDDA j e S j  jI O J ~ I  - Y  

:&UI* 

v - L L ~ ~ J > + .  CJj&\e j l J + ~ !  

A & >\LL p H 4 . 2  k >YY * l o  c j L l  

A & y t + - i f J & ' * A & > L - J +  

r- -LL 40mCilml t p H 4 . 2  L ,Yy * l o  c j L l  V-LL 

SnCI2.2H20, 10mg/1 Om1 v0 J 

J >  ;cL c j ~  + t o>+ d b l  in 0.1N HCI 

J* EDDA j 5-9 jJ ~ J L I  -Y - - 
:&+a 

+ e - 2  fJ & y e  >I& IJ-4 >,> 3-1 
& + di + 0 - c  dj, ,J&, J >  &$I-+ 

.+>J &, A i l  pH=6 >Yy */Y j L  cjL ;? 

dj, 61 J&> J> EDDA ?J & \ c 

& + in vivo &>l+k J OG +\S &u 22 
3 +& d &-I>\ -L3jJ &L r+ f-U- 

&-L JLy  &>3+> C! y k  +b # 
.(Y) c - I  0 G  >>I$ 

j l  cSjLJILLIJ &I3 >,> JL >-I J >  

L 45 c-1 OG />,! -TC L jl;LyLy 

d -4 &YL & j L > I L L  o > j k  EDDA ~ l +  

&,+L$ a 1 9  + &L O>LI + -L, &i 

.GL  Octreoscan &I2 

" G 9 2  9 alga 
,Bachem j + . 5  j l  +L3+I *-j,> BOC 

j l  &jl>+ cjlJ+ ,Fluka j l  +I 

&+I &> +I &> &I ,Fluka j l  +- j 6 Fluka 

f%>>u. $~ j i  &i>j+>ji ~Fluka j l  +I 
6 2  Sigma j l  ( HATU) c j L , > + l &  

,Fluka j l  CjfLi &,,~,%l &> ,Fluka j l  + L j  

&I u ejl- j l  AR42J ,J+ O>J 

&W+L, jl J+ O>J 2-1 ) 5 3 ~ 1  

OLI c-+ (rat) >,A dJyJ 

& dl? I> ?,> &-LJLy &LA>,+> .-I 

L,>\* L ol? RPM11640 U 'c '( d 
J &Y-f- JI >y,. y 3 &U ++ C Y  
: Gibco j l  (,J+ O>J GJ +) +-Lk+ 

. SEPPAK-CI 8 

HY ~ l ~ - ~ ~ r ' - ~ c t r e o t i d e  jj;ir*, - d l  

>>I$ Kj 45 S,J S-b /! 21 

\ l o  j l  &+ + C . O ~  >_))01 . ( t )  L %- ?-I 

+ >> HATU fJ & tl l ,  HYNlC ?J & 
&> A,+ 719 ! -+Lj J+ &> A & 
dFL&l j l +  3 d l ~ l  &I &,3A,>l 

, + > J d ~ l j i +  J + ~ J & O I O  & I -> \o  

c j L l & l + I & + a i + a L ~  & X j I +  

j L  : 7.0 P-LL j;,>.+ c j l j J S  L+ 0 2 1 5  3b1 

jli t&I NaCl 3 p H 4 . 2  >Yy .lo c j L l  VL 
+ .?>> LC!& , o>l> + I> cjL\ &I 

&y-&,+o.. . L ~ ~ . > ~ O L U  

i , ( I .  ) i : ( Y ) +I &+I,>+ 

J,$+~\O j l ~ . j o L 2 d b l ( ' / . t  ) +  

3 G o>l> +YJ j l  &I 6 3  j>+ d b l  k e1 
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+ pH=5 L 36 &I+ J L j  * I \  J/hj jl j 

, +- L+ OG + Tc-Coligand dl? a- 
0 -  LS- jL  . +2f O ~ L I  ~f = I  2~ji Tc04- 

+- ~ J S  2 1 ~  >- - +i I 7. 

.L o 2 k ; l  R f  =O L ( TcO:) 

Y L !  &JU L! eb P~J%~J$ -y  
:(HPLC) 

,+-2 , JASCO 880-PU JL HPLC oL~ 
>+-2, UV +& e- - 875-UV-Vis 

j+ , $1321; 4 6 2  o j l L l  - Raytest 

, RP-C,8, 5 pm, polygosil 250.40 mm2 61 ++ 
+I,;+ 6; ~2 +I , J- + 
6; ;: L-li 1 ) * j l  ~-;;&2Jf LJ- % a / \  +I 

T -  j L j  ~2 &>++I % \  * A+ +I L 5 1 J J +  

.(\ ;l2+ ) L 0 2 L I  *2 

6 0 ~ ~ u ; + ~ i j C ? &  * / o  j i ~ : , ~ + ~  f 

c: J,I J&, J+ . G + , +J$ U L I  NaOH 

-2  C: J+ C: 9 +J f h L l ~ j 3  Jk, 
~ ~ ~ l ~ - ~ ~ r ' - ~ c t r e o t i d e  *j f ,& Y T' 

r- L 36 mCi/ml G L p l  L .+2$ U L I  

Jd jl>-i,& 7 0  J LL- 
. - 
LA 

-2 ) , SnCI2.2H20, IOmg/lOml,O.lNHcl 

.G f&I 6jL > I L L  q j 2  \ ;> b > l 2  &>IF 

6jL >I> dL-2 o 2 j L  j d - e 2 3 1 ;  &&- dl? 

.+a$ &>* 

)W& )\ uq U C W  a 9 9 m ~ c - ~ ~ ~ ~ - ~ ~ ~ 1 ~ - ~ y r 3 - ~ c t r e o t i d e  e\fi@L.q)Syb\) - \ )L@ 

.r\fi a+p m )A ~ ) b b  o)\p ah 9  oLa).a )9h! E D D A  9  w-)l)\ b b b h \  0 d)CW 

~ ~ . - b ~ ~ 0 ~ \ ) ~ ) \ ) r ~ ( a 4 ) ~ ) & ) ~ ~ ) ~ w d b c ) a c ) p ~ 9 W b u r u p ) ! o L a ) @ \ ) p ~  

.A0 \b )b ow Ww dl)! 9  -5 F H\H b ~ f i  dl)! (d)\b)O ou)) 
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p-u 
:G jLLYjIJjU - \ 

*I3 61 e 2 j k  HYNIC-T$-~ctreotide i-;, 

&,! 190 &YL ji && /,L , L - I ~  %O . 
j;; J,;S 6 jL j ILLS  j> .+2J e- HPLC 

EDDA el+ L Q  jl q > l i ; l &  L: 8-L.: 

'+I+ dy&&l aL &- jl + & j I F  a,+ + L;I,j ~2 . h i  -2 + %V* 02jL  L 6 j L j l L L S  

9 EDDA b> 4Gl 9 +-J & 
6 Y k  6 j L j l L L S  o 2 j L  &El+ CJ~Y + &>IF 

EDDA &A-G 0 . ~ 2  ,jLS 45 h i  -2 + 19. 

.LC: J. &_tl w- J I! 
C J ~ , + E D D A , ~ -  ~ j l J ~ j l o 2 k a \ $ J j j >  

6 jL j ILLS  o 2 j b  +>\ dl* &i12CJjIF,bL~ 

3j;- & dLj-4 ;-. 2,+ z90 &Y& 

w- j d$-k E D D A c j j l Y U L  'T~(Tricine)~ 

j ~ ~ ~ ,  +id c-~+ J ~ + b  '+I+, d 
.2$& flzJl o b g  a t j  j 2  9 4LFY LS; j 2  &> 

1.0 

: in vitro G ~ I Y Q  -Y 

.+>J b 2 b l  >GI fy jl 6 j l + b  e- + 
7 * ~-_)251 &jg,& 6 *  6,L b L  &+ 

j l  JP j l &  9 +2J GGI fy A & 
G ~ I  j l ?  PBS +.2 Lj PDlO je 

'+ +&J J '-% 6b $-,A c! 6-L.: * 
ejlLl ayL&l A &I. a L j  j 2  + + b L L  

'-% &I. $-,A + JGl dl? '+I+ 9 I.: 6 s  

(7 >I>+ ) . h i  -2 + a L j  6 

80 
2 .- > a 

- 
-- 

8 60 

i 
2 
w 40 
0 

% 
$ 20 

0 

.p-pp.-..-p-. 

I I I , I I I 

0 50 100 150 200 250 300 350 400 

time ( min ) 
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(PWb &A p 9 9 m ~ c - ~ ~ ~ ~ - H Y N ~ ~ - ~ y ~ - ~ c t r e o t i d e  &#.AS db a)# -I JP.r9 
p b d 8 ~ ) ~ ) ~ ~ ~ 0 ) 9 1 ~ ~ ) ~ ~ \ . b l ~ ) ( ) g U p ) \ w ( - ~ ~ 9 1 . ~ / 0 ) r e n t = ) o ~ ~  

. (Mean * SD) Jl b d  Ob) (n=3) 1))ldUwl JI@I 4 b l p a  (%ID/g tissue) 00 ). 
- - - 
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- + A > 3 - - 9 + l L - e >  DL b b  
1: L l j  & 4- >,2 d f+ I+ 0 L  &- 
> A+\ A- >l j i  A>*\ &IJ\> &'+>A 
3-J 9 f 4  2 &% > 0J-i 2s-'-?- %--v 
&+ dJ1+k j L I  c y  J >  I d  6 >+ & 

jl &L &I I j j  4341 >> f d 21: 3 d l &  

dp % AF- > o+>f >Lj 3ljl f+- 

+? && % - J ~ $ 1  IJJ ' 2 s  A,- 

J-ib & o > L l  &Li > .>* dl5 & j L j I >  A L L  

fy,> '5,l+b fb J- J! 3-c 9 * &, 
EDDA Ay; &$-> ol+ db &KJ j L l  

*, E D D A  45 212 jLZ 3 ;j f ,I j /,, 
637 p5L.J 3 0 2 3  &@r, L-19~ 
dr.>jl.I JKkl j dl> cJL ?+- 

jl&b j?b > 0 2 2  ,l+4 ,L $ 2 4  & o - k >  

>l j i  A9$l &IJ\> 3 >fjf > 2 9 1  &I* L A L  

Fj j  &IJ~> w 9 - a+ J >  

323 $- .>,I> &$ p 3 0 2 3  dP &-j,J* 

>>Ij >IJ + d >>$ / 21: EDDA J49  

jL IS,> j l  LI'-b- s, 3 >>$ Cd I+ +IJ 

64 o > j &  % k'+ 3 C+ jI>j-+* /-Yk & j L j I >  

j l  o > L I  1: .&& -2 dl+ / bJ> V *  *IA 

a,l, L I, EDDA ,+I J & ilff? +-u; ,&A 

90 3 Y L  & jL j I>  d L  % j 02 f +-J ;,,$-b 

3Lj  p J& GJY 2 2  .+ 1% #+> 

>If &L *;> \ > EDDA > +- J j l  

2L.L ,,a J-r+ ,> + I j  + o > L I  

d l >  I, E D D A  1: &b > 3- J 1: d jLJ ' l>  

+- b,+y9j c-> + b1: kk A ,+1: 
w ' " ~ c -  dr.>jl.I JGl A>+ 3 ,I+{ . &I Jrf. &,C 

4 CS 2 2 4  d ~ ~ ~ ~ - ~ ~ ~ l ~ - T y r ~ - ~ c t r e o t i d e  

-L &,Jx e j j  &-J f y  J >  Y& &J I+~  

s, Octreoscan &IJ! #L ,& jl$-b &I j 

.>,, ,L& 

: jU e y  JJ csJl++ - Y  

w m ~ c - ~ ~ ~ ~ - ~ ~ ~ ~ ~ - ~ y r 3 -  & &,I+b 

A L  d >2 %V*  &Y& ;cL t ;I + Octreotide 

:;& +L+I -Y - 
EDDA >,F ,> j J - 2  ,&+:I OL-+ 

S - 3 3  fCf & 9 dl j l  + '1.t A3 3 0 ~ 3  :-:> 
.>3 a L  LG >Lj jl J+ 

m 
9 9 " ~ c - ~ r i c i n e - ~ ~ ~ 1 ~ -  j l  & JL ,> L 

&IJ! >-$-I+ 3 $l;,di dl+ s, Tyr5-~ctreotide 
I l l  

J . (7) 2 L In-DTPA-Octreotide 

"12 # f&- 1: 'I. 90 &Y1: dl? 1: , &+ 
r-j J .>> f / J,+ H Y N I C  L+ k- 3 

,I, c=L I. &JI++ 3 &-j,J* 

e y  p w L 1 :  d ,I+& 3 O>* +p 
I, ,,I> %>IJ LG JI o+l ~b_s9i 3 d l >  6 9  

db j $I> ;LC + 3 - J  JSL?, L C :  d I,l> 
&/jjl.l --kls; J\St;l j, J> k;l> chlsj &+,jl.l 
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