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Check-Shee t P r e c l i n i c a l  Pharmacology 
. .  

A. Chemical Iden t i ty ,  P u r i t y ,  Strength Quality YES hQ 

1. Is the route  of synthesis  shown? 

2 .  Is  s t ruc tu re  known? 

3 .  Is complete, p r a c t i c a l  elemental ana lys i s  i n  

4. Has I R ,  Chromatographic, homogenicity, UV, 

agreement with s t ruc tu re?  

elemental ana lys i s ,  and physical descr ip t ion  
. been completed by independent inves t iga tors?  

5. Has t r ace  metal determination been done? 

6. Are methods ava i lab le  f o r  quaI i ty  cont ro l -  
(chromatography, spectrophotometric I R ,  
UV e t c . )  

I 
7 

7. Has the compound been tes ted f o r  s t a b i l i t y  
over a reasonable period? 

8. Have s torage conditions been control led and 
documented? 

9 .  

10. Is product i n  the USP o r  N.F, i f  not  

11. Does product meet USP, N.F. and PHS standards? 

12 Has a s u i t a b l e  a n a l y t i c a l  method been 

Has dosage formulation and preparation 
been adequately documented? 

developed? 

B. Acute and Subacute Toxicity 

1. Has LD50 been done on 3 spec ies ,  one a non-rodent? 

2. Has route  of administration which w i l l  be 
used c l i n i c a l l y  been included i n r t o x i c i t y  
study? 

3.  Do LD50 values agree within reason (*LOO)? 

4. Has 90 day o r  longer sub-acute tox ic i ty  
i n  two spec ies ,  one a non-rodent, a t  
three dose l eve l s  been completed. 
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Check-Sheet P r e c l i n i c a l  Pharmacology 

A.  Chemical Iden t i ty ,  Pu r i ty ,  Strength Q u a l i t y  YES NO 

1. Is the route  of synthes is  shown? 

2.  Is s t r u c t u r e  known? 

3 .  Is complete, p r a c t i c a l  elemental ana lys i s  i n  

4. Has I R ,  Chromatographic, homogenicity, UV, 

agreement with s t ruc tu re?  

elemental ana lys i s ,  and physical descr ip t ion  
. been completed by independent inves t iga tors?  

5. Has t r ace  metal determination been done? 

6. Are ' methods ava i lab le  for q u a l i t y  control-  
(chromatography, spectrophotometric I R ,  
UV e tc . )  

7. Has the compound been tes ted  f o r  s t a b i l i t y  
over a reasonable period? 

Have s torage conditions been control led and 
do cumen ted? 

Has dosage formulation and preparation 
been adequately documented? 

8 .  

. 9. 

10. Is product i n  the USP o r  N.F, i f  no t  

11. Does product meet USP, N.F. and PHS standards? 

12 Has a s u i t a b l e  ana ly t i ca l  method been 
developed? 

B. Acute and Subacute Toxicity 

1. Has LD50 been done on 3 species ,  one a non-rodent? 

2 .  Has route of administration which w i l l  be , 

used c l i n i c a l l y  been included i n  ,- toxicity 
s tudy? 

3 .  Do ~ D 5 0  values agree within reason (&loo)? 

4. H a s  90 day o r  longer sub-acute tox ic i ty  
in  two species, one a non-rodent, a t  
th ree  dose l e v e l s  been completed. 
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C. I n v e s t i g a t o r  YES NO 

1. Has i n v e s t i g a t o r  suppl ied statement 

2. 
2. 

requi red  by AR40-7? 

Has i n v e s t i g a t o r  had adequate experience 
i n  c l i n i c a l  pharmacology? 

3.  Has i n v e s t i g a t o r  had experience i n  
treatment of d i s e a s e  o r  condi t ion  
involved i n  the experiment? 

been submitted? 

Are f a c i l i t i e s  adequate for c l o s e  
observa t ion  of s u b j e c t s ?  

6 .  Has thought been given and f a c i l i t i e s  
suppl ied  f o r  emergency t reatment  o f  
untoward r eac t ions?  

4. Have s ta tements  on co - inves t iga to r s  

5 .  

7. Is c l i n i c a l  observat ion form a t tached?  

8. Is c l i n i c a l  observat ion form adequate? 

9. Is s u b j e c t  consent  form a t tached?  
10. 
10. Has an adequate plan f o r  maintenance of 

records  and r e p o r t s  been made? 

' D .  Experimental: 

1. Have re ferences  t o  use of m a t e r i a l  
i n  man o r  experimental  animals 
been furn ished?  

2. 
. been made? 

Has an adequate sea rch  of t he  l i t e r a t u r e  

3.  Is .the proposal f o r  a Phase I s tudy? 
(Drug t o l e r a t i o n  i n  a few sub jec t s )  

4. Is the proposal f o r  a Phase I1 study? 
( T r i a l  up t o  6 months i n  l imi t ed  
number of sub jec t s )  . 

. 5 .  Is. the  proposal  f o r  a Phase 111 study? 
(Large scale t e s t i n g )  ; 
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YES NO 

6, .Does the t o x i c i t y  d a t a  submitted 

7. A r e  enough sub jecb  included t o  

suppor t  the  study? (Phase I ,  11, 111) 

answer the experimental  ques tioils? 

. 8 .  A r e  proper  c o n t r o l s  and end-points 
included? 

than 1/600 of the  lowest LD50? 

10. Is s e l e c t e d  i n i t i a l  dose no more t h a t  
1/60 of t he  maximum t o l e ra t ed  dose 
i n  the most sensitive species i n  the  
sub-acute t o x i c i t y  study? 

9. Is s e l e c t e d  i n i t i a l  dose no more I 
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