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Dear Dr . W i l l i ams : 

Th i s Warn i ng Le t t er i s to i n form you o f ob j ec t i onab l e cond i t i ons observed dur i ng the Food and Drug 
Adm i n i s t ra t i on (FDA) i nspec t i on conduc t ed a t your c l i n i ca l s i t e f rom Oc tober 3 through Oc tober 26 ,
2005 by an i nves t i ga tor f rom the FDA De t ro i t D i s t r i c t O f f i ce . The purpose o f th i s i nspec t i on was to
de t erm i ne , whe ther ac t i v i t i es and procedures re l a t ed to your par t i c i ~a t~ i o~n i n the c l i n i ca l s tudy t i t l ed 

' , sponsored b 
! comp l i ed w i th app l i cab l e f edera l regu l a t i ons . The produc t used i n the s tuc~y i sa 

dev i ce as tha t t erm i s de f i ned i n Sec t i on 201(h) o f the Federa l Food , Drug , and Cosme t i c Ac t ( the 
Ac t ) , 21 U . S . C . 321(h) . Th i s l e t t er a l so d i scusses your November 11 , 2005 , wr i t t en response to the 
observa t i ons no t ed a t the t i me o f the i nspec t i on and reques ts tha t you promp t l y i mp l emen t cor rec t i ve 
ac t i ons . 

The FDA conduc t ed the i nspec t i on under a program des i gned to ensure tha t da t a and i n forma t i on 
con t a i ned i n app l i ca t i ons for Inves t i ga t i ona l Dev i ce Exemp t i ons ( IDE) , Premarke t Approva l 
App l i ca t i ons (PMA) , Produc t Deve l opmen t Pro toco l s (PDP) , or Premarke t No t i f i ca t i on [510(k ) ] 
subm i ss i ons are sc i en t i f i ca l l y va l i d and accura t e . Ano ther ob j ec t i ve o f the program i s to ensure tha t
human sub j ec t s are pro t ec t ed f rom undue hazard or r i sk dur i ng the course o f the sc i en t i f i c 
i nves t i ga t i on . 

Our rev i ew o f the i nspec t i on repor t prepared by the De t ro i t D i s t r i c t O f f i ce revea l ed ser i ous 
v i o l a t i ons o f T i t l e 21 , Code o f Federa l Regu l a t i ons (21 CFR) , Par t 812 - Inves t i ga t i ona l Dev i ce 
Exemp t i ons and Par t 50 - Pro t ec t i on o f Human Sub j ec t s . At the c l ose o f the i nspec t i on , the FDA
Inves t i ga tor presen t ed a Form FDA 483 , " Inspec t i ona l Observa t i ons , " to you for rev i ew , and 
d i scussed the l i s t ed dev i a t i ons . The dev i a t i ons no t ed on the FDA 483 , our subsequen t rev i ew o f the 
i nspec t i on repor t , and your November 11 , 2005 , wr i t t en responses to those dev i a t i ons are d i scussed 
be l ow : 

/ 00 
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1 . Fa i l ure to ensure tha t i n formed consen t was ob t a i ned i n accordance w i th 21 CFR Par t 50 
and f a i l ure to documen t i n formed consen t [21 CFR 812 . 100 , 21 CFR 812 . 140(a ) (3) ( i ) , 21 
CFR 50 . 20 , and 21 CFR 50 . 27(a ) ] . 

You f a i l ed to ensure tha t the cur ren t , IRB-approved vers i on o f the i n formed consen t was 
execu t ed by each o f the sub j ec t s enro l l ed as requ i red by the above -s t a t ed regu l a t i ons . Examp l es 
o f th i s f a i l ure i nc l ude bu t are no t l i m i t ed to the fo l l ow i ng : 

a . ) At l eas t four sub j ec t s ( s i gned an unapproved vers i on o f the 
consen t form . 

b . ) Two sub j ec t s ( were enro l l ed and t rea t ed be fore the IRB had approved the 
s tudy and consen t form . 

c . ) At l eas t f i ve sub j ec t s ( ) s i gned the consen t form a f t er the 
s tudy procedure was per formed . 

. . r. a . . ,

You s t a t ed i n your response to the De t ro i t D i s t r i c t D i rec tor , tha t and4k were
i mp l an t ed w i th a s tudy dev i ce f rom ano ther ~~ c l i n i ca l s tudy

" " ` as emergency t rea tmen t , and then you enro. . l l ed them i n to the 
You a l so s t a t ed i n your response tha t 

rece i ved the s tudy dev i ce under emergency use , and tha t~severa ll ~ o~ f the 
dev i ces used were f rom the o ther . , As a c l i n i ca l 
i nves t i ga tor , you are respons i b l e for ensur i ng tha t i nves t i ga t i ona l dev i ces are used on l y for 
the s tudy for wh i ch they are des i gna t ed . Sub j ec t s canno t be enro l l ed i n to a s tudy be fore the 
IRB has rev i ewed and approved the s tudy and the i n formed consen t form . In add i t i on , for 
emergency use o f an i nves t i ga t i ona l dev i ce , f edera l regu l a t i ons requ i re cer t i f i ca t i on i n 
wr i t i ng by bo th the i nves t i ga tor and a phys i c i an who i s no t o therw i se par t i c i pa t i ng i n the 
s tudy tha t : (1) the sub j ec t i s con f ron t ed by a l i f e threa t en i ng s i tua t i on necess i t a t i ng use o f 
the s tudy dev i ce ; (2) i n formed consen t canno t be ob t a i ned because o f the sub j ec t ' s i nab i l i t y 
to commun i ca t e ; (3) t i me i s no t su f f i c i en t to ob t a i n consen t f rom the sub j ec t ' s l ega l l y
au thor i zed represen t a t i ve ; and (4) there i s no a l t erna t i ve me thod approved or genera l l y 
recogn i zed therapy tha t prov i des an equa l or grea t er l i ke l i hood o f sav i ng the l i f e o f the 
sub j ec t . I f i mmed i a t e use o f the t es t ar t i c l e i s , i n the i nves t i ga tor ' s op i n i on , requ i red to 
preserve the l i f e o f the sub j ec t , and t i me i s no t su f f i c i en t to ob t a i n the i ndependen t 
de t erm i na t i on requ i red , w i th i n 5 work i ng days a f t er the use o f the ar t i c l e , i t s emergency use 
mus t be rev i ewed and eva l ua t ed i n wr i t i ng by a phys i c i an who i s no t par t i c i pa t i ng i n the 
c l i n i ca l i nves t i ga t i on [21 CFR 50 . 23] . 

In response to the m i ss i ng documen t a t i on , you prov i ded one l e t t er f rom ano ther phys i c i an ,
da t ed 8 / 22 / 00 , regard i ng~~ wr i t t en one year a f t er the s tudy procedure was 
per formed on 7 / 28 / 99 . However , you d i d no t address the m i ss i ng documen t a t i on for the 
o ther four sub j ec t s . 

Your response to these v i o l a t i ons i s no t adequa t e i n tha t you have no t addressed the i ssue 
sur round i ng the ma j or i t y o f the examp l es shown above , i n wh i ch sub j ec t s were no t 
appropr i a t e l y consen t ed w i th the IRB-approved consen t form be fore s tudy enro l l men t , and you have no t exp l a i ned how you w i l l ensure tha t s tudy dev i ces a t e adequa t e l y con t ro l l ed .
Your response no t es tha t new adm i n i s t ra t i ve procedures w i l l be i mp l emen t ed i n the fu ture , 
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tha t w i l l address such th i ngs as " FDA ru l es on ear l y and expanded access . " P l ease exp l a i n
and prov i de documen t a t i on o f the par t i cu l ar me thods or procedures tha t w i l l be used a t your 
c l i n i ca l s i t e to t ra i n s tudy s t a f f on the consen t i ng process . Th i s shou l d i nc l ude use o f the 
cor rec t IRB-approved vers i on o f the i n formed consen t form , consen t i ng sub j ec t s pr i or to 
s tudy enro l l men t , ensur i ng IRB approva l pr i or to s tudy i n i t i a t i on , and comp l i ance w i th 
emergency use regu l a t i ons . A l so , p l ease exp l a i n and prov i de documen t a t i on o f the 
par t i cu l ar me thods or procedures tha t w i l l be used a t your c l i n i ca l s i t e to ensure tha t use o f
i nves t i ga t i ona l dev i ces are con t ro l l ed and used on l y for the des i gna t ed c l i n i ca l s tudy . 

d . ) At l eas t two sub j ec t s s i gned bu t d i d no t da t e the consen t forms , so i t cou l d no t be ver i f i ed 
tha t they had been appropr i a t e l y consen t ed pr i or to par t i c i pa t i ng i n the s tudy . Spec i f i ca l l y : 
i . ~ " s i gned bu t d i d no t da t e the consen t form . The s tudy procedure was 

per formed on 2 / 22 / 99 and you s i gned the form on 6 / 9 / 00 . I t shou l d a l so be no t ed tha t 
the form used for th i s sub j ec t exp i red on 2 / 19 / 99 (pr i or to the s tudy procedure ) .

i i . i n i t i a l ed bu t d i d no t s i gn or da t e the consen t form . The s tudy procedure 
was per formed on 10 / 26 / 98 . 

Federa l regu l a t i ons requ i re tha t i n formed consen t sha l l be documen t ed by the use o f a 
wr i t t en consen t form approved by the IRB and s i gned and da t ed by the sub j ec t or the 
sub j ec t ' s l ega l l y au thor i zed represen t a t i ve a t the t i me o f consen t [21 CFR 50 . 27] . In your 
response l e t t er , you s t a t ed tha t you " w i l l make every e f for t i n the fu ture to ensure comp l e t e 
documen t a t i on . " Your response i s no t adequa t e i n tha t you have no t addressed how you 
w i l l ensure tha t consen t forms are cor rec t l y and comp l e t e l y s i gned and da t ed . P l ease 
exp l a i n and prov i de documen t a t i on o f the par t i cu l ar me thods or procedures tha t w i l l be 
used a t your c l i n i ca l s i t e to ensure tha t i n formed consen t i s adequa t e l y documen t ed ,
i nc l ud i ng t i me l y comp l e t i on o f consen t forms . 

As a c l i n i ca l i nves t i ga tor , you are respons i b l e for ensur i ng tha t a l l s tudy sub j ec t s are proper l y 
consen t ed be fore any s tudy- re l a t ed procedures . Th i s i nc l udes ensur i ng tha t the cur ren t IRB­
approved vers i on o f the consen t form i s s i gned and da t ed by the sub j ec t s [21 CFR 50 . 27(a ) ] . 
Moreover , Federa l regu l a t i ons requ i re tha t i f an i nves t i ga tor uses a dev i ce w i thou t f i rs t ob t a i n i ng 
i n formed consen t , the i nves t i ga tor sha l l repor t such use to the sponsor and the rev i ew i ng IRB 

w i th i n f i ve (5) work i ng days a f t er the use occurs [21 CFR 812 . 150(a ) (5) ] . I f you have no t 
a l ready repor t ed th i s i n forma t i on to the sponsor and IRB , p l ease do so now . 

2 . Fa i l ure to ensure tha t the requ i remen t s for excep t i on f rom the genera l requ i remen t s for 
i n formed consen t are me t and documen t ed , or tha t the respons i b l e IRB approved the 
i nves t i ga t i on for excep t i on f rom i n formed consen t requ i remen t s for emergency research .
121 CFR 50 . 23 and 21 CFR 50 . 241 . 

You f a i l ed to documen t cond i t i ons , for a t l eas t four sub j ec t s , under wh i ch a sub j ec t may be 
enro l l ed i n a s tudy w i thou t f i rs t ob t a i n i ng i n formed consen t s . Spec i f i ca l l y , for IN 100-110-m i l " . 

and-. am , as no t ed above m c i t a t i on 1(c ) , the s tudy records d i d no t con t a i n 
appropr i a t e cer t i f i ca t i on to ver i f y emergency use o f the s tudy dev i ce . You a l so f a i l ed to ensure 
tha t the cond i t i ons for emergency research were me t , i nc l ud i ng : (1) approva l by the IRB tha t
i n formed consen t o f a l l sub j ec t s may be wa i ved under spec i f i c cond i t i ons ; and (2) procedures are
i n p l ace to i n form the sub j ec t s or the sub j ec t ' s l ega l l y au thor i zed represen t a t i ves , a t the ear l i es t 
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f eas i b l e oppor tun i t y , o f the sub j ec t s ' i nc l us i on i n the s tudy . You a l so f a i l ed to no t i f y the sponsor
and the IRB w i th i n f i ve (5) days o f the use o f the dev i ce w i thou t i n formed consen t , as requ i red 
by f edera l regu l a t i ons [21 CFR 812 . 150(a ) (5) ] and [812 . 140(a ) (3) ( i ) ] . As prev i ous l y reques t ed 
above , p l ease exp l a i n and prov i de documen t a t i on o f the par t i cu l ar me thods or procedures tha t w i l l be used a t your c l i n i ca l s i t e to t ra i n s tudy s t a f f on ensur i ng comp l i ance w i th emergency use 
regu l a t i ons . 

3 . Fa i l ure to ensure an i nves t i ga t i on i s conduc t ed i n accordance w i th the s i gned agreemen t 
w i th the sponsor , the i nves t i ga t i ona l p l an , app l i cab l e FDA regu l a t i ons , and any cond i t i ons 
o f approva l i mposed by FDA or the IRB [21 CFR 812 . 100 , 21 CFR 812 . 110(b) ] . 

You f a i l ed to adhere to the above -s t a t ed regu l a t i ons. Examp l es o f th i s f a i l ure i nc l ude bu t are no t
l i m i t ed to the fo l l ow i ng : 

a . ) You f a i l ed to ensure the s tudy was rev i ewed and approved by an IRB be fore enro l l i ng 
sub j ec t s i n to the s tudy. The IRB i n i t i a l l y approved the s tudy and consen t form on 2 / 19 / 98
At l eas t two sub j ec t s were enro l l ed and t rea t ed i n the s tudy pr i or to 

. 

ob t a i n i ng IRB approva l . 

b . ) At l eas t four i ne l i g i b l e sub j ec t s were enro l l ed and t rea t ed i n the s tudy . Spec i f i ca l l y :
i . The s tudy pro toco l exc l uded po t en t i a l sub j ec t s who were " under the age o f 50 . " 

was 43 years o l d when enro l l ed and t rea t ed on 10 / 23 / 00 . 
. was 43 years o l d when enro l l ed and t rea t ed on 4 / 6 / O1 . 
. (no s tudy number ) was 14 years o l d when enro l l ed and t rea t ed on 

6 / 19 / O1 . 

You s t a t ed i n your response l e t t er tha t these sub j ec t s were enro l l ed under emergency
use , so e l i g i b i l i t y cr i t er i a were no t fo l l owed . As no t ed above i n c i t a t i on 1(c ) , the s tudy
records d i d no t con t a i n appropr i a t e cer t i f i ca t i on to ver i f y emergency use o f the s tudy
dev i ce . In add i t i on , f edera l regu l a t i ons requ i re tha t i nves t i ga tors mus t no t i f y the s tudy
sponsor and the IRB o f any dev i a t i ons f rom the i nves t i ga t i ona l p l an no l a t er than f i ve
(5) work i ng days a f t er the emergency use occurs i f the dev i a t i on occurs to pro t ec t the 
l i f e or phys i ca l we l l -be i ng o f a sub j ec t i n an emergency , wh i ch you d i d no t do [21 CFR
812 . 150(a ) (4) ] . Your response to th i s v i o l a t i on , tha t new procedures are be i ng dra f t ed 
to address " FDA ru l es on ear l y and expanded access , " i s no t adequa t e .
and prov i de documen t a t i on o f the par t 

P l ease exp l a i n 
i cu l ar me thods or procedures tha t w i l l be used a t your c l i n i ca l s i t e to t ra i n s tudy s t a f f on ensur i ng comp l i ance w i th emergency use 

regu l a t i ons . 

i i . The s tudy pro toco l exc l uded po t en t i a l sub j ec t s who were no t surg i ca l cand i da t es .-
~~ . had a no t e i n the s tudy record f rom ano ther phys i c i an , da t ed 5 / 27 / 03 ,

tha t c l ear l y s t a t ed " any d i rec t opera t i ve i n t erven t i on . . . wou l d be l i f e - threa t en i ng . . . He i s no t cons i dered an opera t i ve cand i da t e . " The sub j ec t was enro l l ed i n the s tudy and 
rece i ved the s tudy procedure on 5 / 27 / 03 . Your response l e t t er s t a t es tha t " the sub j ec t wou l d have undergone surgery even though the r i sks o f surgery were s i gn i f i can t . The surg i ca l no t e . . . does no t i nd i ca t e any th i ng to the con t rary . " Your s t a t emen t does no t 
appear to agree w i th the s t a t emen t i n the surg i ca l no t e i t se l f . 
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c . ) You f a i l ed to repor t comp l i ca t i ons and adverse even t s to the s tudy sponsor and the IRB as 
requ i red by the s tudy pro toco l . For examp l e : 
i . exper i enced a pseudo-aneurysm on 2 / 23 / 99 . 
i i . exper i enced pos t -opera t i ve seps i s on 9 / 28 / 99 . 

exper i enced d i zz i ness , we i gh t - l oss , weakness , and dehydra t i on on 

Your response no t es tha t a t rack i ng form has been i mp l emen t ed for rad i o l og i ca l s tud i es i n 
order to documen t and t rack occur rence and repor t i ng o f comp l i ca t i ons and adverse even t s .
P l ease prov i de an exp l ana t i on o f the me thods or procedures tha t w i l l be used to t ra i n s tudy
st a f f on the use o f th i s documen t . 

d . ) The s tudy pro toco l requ i red tha t sub j ec t s re turn a t spec i f i c t i mes for fo l l ow-up v i s i t s for 
eva l ua t i ons and assessmen t s o f adverse even t s and dev i ce e f f i cacy . The pro toco l a l so 
requ i red tha t procedures be per formed a t these fo l l ow-up v i s i t s i n order to conduc t the 
requ i red eva l ua t i ons and assessmen t s . You f a i l ed to ensure tha t the pro toco l - requ i red 
v i s i t s and procedures were per formed as requ i red . For examp l e : 
i . The records o f a t l eas t e l even sub j ec t s i nd i ca t ed tha t 3-mon th , 6-mon th , and / or 12­

mon th fo l l ow-up v i s i t s were no t per formed . In add i t i on , there was no documen t a t i on 
i n the s tudy f i l es tha t there had been a t t emp t s to con t ac t the sub j ec t s to t ry to comp l e t e 
the requ i red v i s i t s . 

i i . The records o f a t l eas t e i gh t sub j ec t s i nd i ca t ed tha t pro toco l - requ i red s tudy procedures 
were no t per formed , i nc l ud i ng pre -procedure dup l ex scans , pos t -procedure dup l ex 
scans , 3-mon th dup l ex scans , and 3-mon th Dopp l er and segmen t a l pressure t es ts . 

You s t a t ed i n your response tha t " the pro toco l d i d no t con t a i n exp l i c i t requ i remen t s for 
a t t emp t i ng fo l l ow-up , nor for des i gna t i ng sub j ec t s as l os t to fo l l ow-up . " However , the 
s tudy pro toco l , sec t i on 2 . 15 - Fo l l ow-up Me thodo l ogy , c l ear l y s t a t es " a l l pa t i en t s enro l l ed 
i n the c l i n i ca l s tudy w i l l be requ i red to re turn for fo l l ow-up v i s i t s a t 3 mon ths , 6 mon ths , 
12 mon ths , and year l y therea f t er un t i l FDA approva l or comp l e t i on o f the s tudy . " The 
s tudy v i s i t t i me t ab l e , wh i ch a l so i nc l udes the v i s i t schedu l e and requ i red procedures for
each s tudy v i s i t , i s c l ear l y ou t l i ned i n the pro toco l i n sec t i on 2 . 9 - Overv i ew o f S tudy
Pa t i en t Schedu l i ng . The pro toco l a l so s t a t es " a pa t i en t may no t be cons i dered l os t to
fo l l ow-up or w i thdrawn un l ess e f for ts to ob t a i n comp l i ance are fu t i l e . E f for ts mus t be 
documen t ed i n the pa t i en t ' s s tudy f i l e by cop i es o f cer t i f i ed l e t t ers , phone l ogs , e t c . " As a 
c l i n i ca l i nves t i ga tor , i t i s your respons i b i l i t y to ensure tha t you and your s tudy s t a f f are
f am i l i ar w i th the pro toco l and i nves t i ga t i ona l p l an . 

You a l so to l d the FDA i nves t i ga tor tha t no fo l l ow-up v i s i t s were per formed by you or your 
sub- i nves t i ga tors , and tha t sub j ec t s were fo l l owed a t var i ous c l i n i cs , by var i ous c l i n i ca l 
serv i ces . You a l so sa i d you do no t have c l i n i c t i me to conduc t fo l l ow-up v i s i t s . As a 
c l i n i ca l i nves t i ga tor , i t i s your respons i b i l i t y to ensure tha t sub j ec t s are seen a t the i n t erva l s 
requ i red by the pro toco l , and tha t a l l requ i red procedures are per formed . I f sub j ec t s are 
seen by o ther phys i c i ans for fo l l ow-up v i s i t s , i t i s your respons i b i l i t y to ensure tha t the 
cor rec t procedures are per formed so tha t the requ i red s tudy da t a are co l l ec t ed . 

Your response , i n wh i ch you no t e tha t new adm i n i s t ra t i ve procedures w i l l be i mp l emen t ed 
i n the fu ture , i s no t adequa t e . P l ease exp l a i n and prov i de documen t a t i on o f the par t i cu l ar 
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me thods or procedures tha t w i l l be used a t your c l i n i ca l s i t e to t ra i n s tudy s t a f f on ensur i ng 
comp l i ance w i th a l l requ i remen t s o f the i nves t i ga t i ona l p l an . 

4 . Fa i l ure to ma i n t a i n accura t e , comp l e t e , and cur ren t records re l a t i ng to your par t i c i pa t i on 
i n an i nves t i ga t i on [21 CFR 812 . 140(a ) ] . 

You f a i l ed to adhere to the above s t a t ed regu l a t i on . Examp l es o f th i s f a i l ure i nc l ude bu t are no t
l i m i t ed to the fo l l ow i ng : 

a. ) At l eas t th i r t een sub j ec t s ' records 
. con t a i ned no source documen t a t i on to ver i f y tha t the sub j ec t s 

me t the s tudy e l i g i b i l i t y cr i t er i on for a l es i on 1 . 5 t i mes the norma l vesse l s i ze , or to ver i f y
the pre -s t en t and pos t -s t en t l es i on charac t er i s t i cs . Your response no t ed tha t a new source 
record form was i mp l emen t ed i n Oc tober 2002 . However , a t l eas t two sub j ec t s , ~an d 

OW , were enro l l ed a f t er tha t da t e , ye t the new form was no t u t i l i zed to ver i f y the sub j ec t s ' 
e l i g i b i l i t y . 

b . ) The s tudy record for~~q ' comp l e t ed 6 / 23 / 03 , s t a t es the sub j ec t d i ed i n Augus t 
1999 , and tha t the dea th was no t dev i ce - or procedure - re l a t ed . However , the f i l e con t a i ned 
no source documen t a t i on to ver i f y the sub j ec t ' s cause o f dea th . Your response con t a i ned a
handwr i t t en no t e exp l a i n i ng the cause o f dea th for th i s sub j ec t , bu t the no t e was no t s i gned 
or da t ed to s i gn i f y the source o f th i s i n forma t i on . 

c . ) There were numerous d i screpanc i es be tween the da t es o f procedures repor t ed on the Case 
Repor t Forms (CRFs) and the source documen t s . For examp l e : 
i . 

~ . ~ . . . , ~ . . , ~. ~ . . . 
the assessmen t da t e on the CRF for the pre -procedure segmen t a l 

pressures and the CT scan i s 2 / 16 / 99 , bu t the source record i nd i ca t es the segmen t a l 
pressures t es t occur red on 9 / 26 / 98 , and the CT scan occur red on 9 / 15 / 98 . 

i i . : the assessmen t da t e on the CRF for the pre -procedure Dopp l er and 
segmen t a l pressures t es ts i s 3 / 9 / 99 , bu t the source record i nd i ca t es the t es ts occur red on 
8 / 18 / 97 . The assessmen t da t e on the CRF for the 12-mon th fo l l ow-up v i s i t i s 5 / 23 / 00 ,
b t the source record i nd i ca t es the v i s i t occur red on 9 / 18 / 00 . 

the assessmen t da t e on the CRF for the pre -procedure Dopp l er and 
segmen t a l pressure t es ts i s 9 / 13 / 00 , bu t the source record i nd i ca t es these t es ts occur red 
on 4 / 5 / 00 . In add i t i on , the i n forma t i on on the pos t -procedure CRF for Dopp l er and 
segmen t a l pressure t es ts , w i th an assessmen t da t e o f 9 / 14 / 00 , i s i den t i ca l to tha t on the 
pre -procedure CRF . -

i v . .̀ the assessmen t da t e on the CRF for the 12-mon th CT scan i s da t ed 
11 / 13 / 02 , bu t the source record i nd i ca t es th i s t es t occur red on 3 / 18 / 03 . 

You s t a t ed i n your response tha t the pro toco l " d i d no t es t ab l i sh a spec i f i c w i ndow for pre ­
procedure assessmen t ; and d i d no t requ i re us to repea t assessmen t s tha t had been per formed 
c l i n i ca l l y . " However , by i nc l ud i ng da t a prev i ous l y co l l ec t ed on a CRF w i th a l a t er 
assessmen t da t e , i t i ncor rec t l y i mp l i es tha t the da t a was co l l ec t ed on tha t da t e . Even i f the 
pro toco l d i d no t spec i f i ca l l y proh i b i t use o f da t a co l l ec t ed weeks or mon ths be fore 
enro l l men t i n the s tudy , as a c l i n i ca l i nves t i ga tor , you are respons i b l e for ensur i ng tha t the da t a i s cor rec t , cur ren t , and app l i cab l e for the purpose . In add i t i on , your response does no t 
exp l a i n your dec i s i on to i nc l ude on CRFs the resu l t s o f t es ts tha t had no t ye t been 
per formed . Your response l e t t er a l so s t a t ed tha t , " In the fu ture , we w i l l make every e f for t to 
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i den t i f y po t en t i a l sources o f con fus i on i n pro toco l s and CRFs and br i ng these to the a t t en t i on 
o f the sponsor for wr i t t en c l ar i f i ca t i on . " P l ease a l so exp l a i n and prov i de documen t a t i on o fthe par t i cu l ar me thods or procedures tha t w i l l be used a t your c l i n i ca l s i t e to t ra i n s tudy s t a f f 
on ensur i ng tha t a l l s tudy records and da t a w i l l be accura t e , comp l e t e , and cur ren t . 

The regu l a t i ons i n 21 CFR Par t 812 descr i be sponsor respons i b i l i t i es as we l l as those o f
i nves t i ga tors . IRB respons i b i l i t i es are spe l l ed ou t i n 21 CFR Par t 56 , Ins t i tu t i ona l Rev i ew Boards .These three se t s o f respons i b i l i t i es over l ap to ensure appropr i a t e conduc t o f c l i n i ca l s tud i es and the pro t ec t i on o f the r i gh t s and we l f are o f par t i c i pa t i ng sub j ec t s . There fore , though the sponsorand IRB i nvo l ved i n your s tudy may have been rem i ss i n fu l f i l l i ng the i r respons i b i l i t i es , you are 
s t i l l he l d respons i b l e for know i ng and fo l l ow i ng the regu l a t i ons per t i nen t to your ac t i v i t i es as a 
c l i n i ca l i nves t i ga tor i n FDA- regu l a t ed s tud i es , ensur i ng adherence to each app l i cab l e requ i remen t 
o f the Ac t and a l l per t i nen t Federa l regu l a t i ons when conduc t i ng c l i n i ca l research , and for 
ensur i ng tha t any s t a f f or personne l who are de l ega t ed s tudy t asks are know l edgeab l e regard i ng the Inves t i ga t i ona l P l an and are d i rec t l y superv i sed by you . 

P l ease exp l a i n and prov i de documen t a t i on o f the par t i cu l ar me thods or procedures tha t you w i l l use to ensure tha t your du t i es and respons i b i l i t i es as a c l i n i ca l i nves t i ga tor w i l l be adhered to forfu ture s tud i es . 

The v i o l a t i ons descr i bed above are no t i n t ended to be an a l l - i nc l us i ve l i s t o f de f i c i enc i es tha t mayex i s t a t your c l i n i ca l s i t e . I t i s your respons i b i l i t y as a c l i n i ca l i nves t i ga tor to ensure comp l i ance w i th the Ac t and app l i cab l e regu l a t i ons . 

W i th i n f i f t een (15) work i ng days o f rece i v i ng th i s l e t t er , p l ease prov i de wr i t t en documen t a t i on o fthe add i t i ona l ac t i ons you have t aken or w i l l t ake to cor rec t these v i o l a t i ons i n cur ren t or fu tures tud i es for wh i ch you are the c l i n i ca l i nves t i ga tor . Fa i l ure to respond to th i s l e t t er and t ake 
appropr i a t e cor rec t i ve ac t i on cou l d resu l t i n FDA t ak i ng regu l a tory ac t i on w i thou t fur ther no t i ce to you . In add i t i on , FDA cou l d i n i t i a t e d i squa l i f i ca t i on proceed i ngs aga i ns t you i n accordance w i th 21 CFR 812 . 119 . 

In add i t i on , p l ease prov i de a comp l e t e l i s t o f a l l c l i n i ca l t r i a l s i n wh i ch you have par t i c i pa t ed for the l as t f i ve years , i nc l ud i ng the name o f the s tudy and t es t ar t i c l e , the name o f the sponsor , the numbero f sub j ec t s enro l l ed , and the cur ren t s t a tus o f the s tudy . 

You w i l l f i nd i n forma t i on to ass i s t you i n unders t and i ng your respons i b i l i t i es and p l ann i ng your cor rec t i ve ac t i ons i n the FDA In forma t i on Shee t s Gu i dance for Ins t i tu t i ona l Rev i ew Boards and C l i n i ca l Inves t i ga tors , wh i ch can be found a t h t tp : / / www . fda . t ; ov / oc / ohr t / i rbs / . Any subm i t t ed cor rec t i ve ac t i on p l an mus t i nc l ude pro j ec t ed comp l e t i on da t es for each ac t i on to be accomp l i shed .P l ease send your response to : Food and Drug Adm i n i s t ra t i on , Cen t er for Dev i ces and Rad i o l og i ca lHea l th , O f f i ce o f Comp l i ance , D i v i s i on o f B i oresearch Mon i tor i ng , Spec i a l Inves t i ga t i ons Branch ,(HFZ-312) , 9200 Corpora t e , Rockv i l l e , Mary l and 20850 ; At t en t i on : Ms . Doreen Kezer , Branch Ch i e f. 

A copy o f th i s l e t t er has been sen t to the FDA ' s De t ro i t D i s t r i c t O f f i ce , Food and Drug 
Adm i n i s t ra t i on , 300 R i ver P l ace , Su i t e 5900 , De t ro i t , M I 48207 . We reques t tha t you copy the D i s t r i c t O f f i ce on your response . 
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I f you have any ques t i ons , p l ease con t ac t Ms . Doreen Kezer by phone a t (240) 276-0125 , or by ema i l a t doreen . kezer@ fda . hhs . gov . 

S i ncere l y yours , 

T l no thy A . U l a towW i 
D i rec tor 
O f f i ce o f Comp l i ance 
Cen t er for Dev i ces and 

Rad i o l og i ca l Hea l th 


