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DEPARTMENT OF HEALTH & HUMAN SERV ICES Pub l i c Hea l th Serv i ce 

Food and Drug Adm i n i s t ra t i on 
Rockv i l l e , MD 20857 

NOT ICE OF IN IT IAT ION OF D ISQUAL I F ICAT ION PROCEED INGS 
AND OPPORTUN ITY TO EXPLA IN (N IDPOE) 

CERT I F IED MA IL - RESTR ICTED DEL IVERY 
RETURN RECE IPT REQUESTED 

S t ephen D . Rossner , M . D . 
97 Barnes Road 
Wa l l i ng ford , CT 06492 

Dear Dr . Rossner : 

Be tween March 4 and 10 , 2005 , Ms . Pa t r i c i a Murphy and Ms . M i che l l e Noe , represen t i ng 
the Food and Drug Adm i n i s t ra t i on (FDA) , conduc t ed an i nves t i ga t i on and me t w i th you 
to rev i ew your conduc t o f the fo l l ow i ng c l i n i ca l i nves t i ga t i on : 

Pro toco l L ]en t i t l ed , " E f f ec t s o f B l ood Pressure Reduc t i on on H i gh 
Sens i t i v i t y_C-Reac t i ve Pro t e i n (hsCRP) : A Mu l t i cen t er , Random i zed , Open-Labe l , 2-
Arm Para l l e l Group to Eva l ua t e the E f f i cacy o f Modera t e vs . Aggress i ve 
An t i hyper t ens i ve Therapy w i th L JandC ] to Reduce B l ood 
Pressure and P l asma hsCRP l eve l s . i n Pa t i en t s w i th S t age 2 Hyper t ens i on . " Th i s 
s tudy o f the i nves t i ga t i ona l drug L . 1was conduc t ed by you for 

- _ I 
Th i s i nspec t i on i s a par t o f the FDA ' s B i oresearch Mon i tor i ng Program , wh i ch i nc l udes 
i nspec t i ons des i gned to eva l ua t e the conduc t o f research and to ensure tha t the r i gh t s , 
sa f e t y , and we l f are o f the human sub j ec t s par t i c i pa t i ng i n c l i n i ca l research have been 
pro t ec t ed . We are aware tha t a t the conc l us i on o f the i nspec t i on , Ms . Murphy and Ms. 
Noe presen t ed and d i scussed w i th you Form FDA 483 . 

We have eva l ua t ed the i nspec t i on repor t , the documen t s subm i t t ed w i th the repor t , o ther 
per t i nen t i n forma t i on ob t a i ned by the Agency , and your March 23 , 2005 wr i t t en response 
to the Form FDA 483 , addressed to the D i s t r i c t O f f i ce D i rec tor , Ms . Ga i l Cos t e l l o . Based 
on our eva l ua t i on o f th i s i n forma t i on , FDA ' s Cen t er for Drug Eva l ua t i on and Research 
( the Cen t er ) be l i eves tha t you have repea t ed l y or de l i bera t e l y v i o l a t ed f edera l regu l a t i ons 
govern i ng the conduc t o f c l i n i ca l s tud i es i nvo l v i ng i nves t i ga t i ona l new drugs and the 
pro t ec t i on o f human sub j ec t s under T i t l e 21 , Code o f Federa l Regu l a t i ons (CFR) , Par ts 
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312 and Par t 50 (copy enc l osed) , and tha t you subm i t t ed f a l se i n forma t i on i n a requ i red 
repor t to the sponsor . 

Th i s l e t t er prov i des you w i th wr i t t en no t i ce o f the ma t t ers under comp l a i n t and i n i t i a t es 
an adm i n i s t ra t i ve proceed i ng , descr i bed be l ow , to de t erm i ne whe ther you shou l d be 
d i squa l i f i ed f rom rece i v i ng i nves t i ga t i ona l drugs as se t for th under 21 CFR 312 . 70 . 
A l i s t i ng o f the ma j or v i o l a t i ons fo l l ows. The app l i cab l e prov i s i ons o f the CFR are c i t ed 
for each v i o l a t i on . 

1 . You subm i t t ed f a l se i n forma t i on to the sponsor i n a requ i red repor t [21 CFR 
312 . 70(a ) ] . 

a . You f a l s i f i ed i n formed consen t documen t s and case repor t forms (CRFs) to 
i nd i ca t e tha t sub j ec t s had prov i ded wr i t t en i n formed consen t when sub j ec t s had 
no t prov i ded such consen t . In an a f f i dav i t comp l e t ed by you dur i ng FDA ' s 
i nspec t i on (da t ed March 8 , 2005) , you adm i t t ed tha t sub j ec t s 001 , 002 , and 004 
had no t s i gned the i n formed consen t documen t s and tha t you had s i gned these 
sub j ec t s ' names on the i n formed consen t documen t s some t i me a f t er the sub j ec t s 
were enro l l ed i n the s tudy ( i . e . , tha t the sub j ec t s had no t prov i ded wr i t t en 
i n formed consen t ) . In add i t i on , on the V i s i t 1 / Day 0 Inc l us i on / Exc l us i on CRF 
tha t you subm i t t ed to the sponsor , you checked the box marked " yes " to i nd i ca t e 
tha t sub j ec t s 001 , 002 , and 004 had prov i ded wr i t t en i n formed consen t to 
par t i c i pa t e i n the s tudy. 

b . The pro toco l requ i red tha t the sub j ec t s be random i zed to rece i ve e i therC 
160 mg da i l y or J 160 / 12 . 5 mg da i l y for 2 weeks , and a f t er 2 weeks 
those rece i v i ng[_ were to have the i r dose i ncreased to 320 m and those 
rece i v i ng C were to have the i r dose i ncreased to[ ~320 / 12 . 5 mg
for a dura t i on o f 4 weeks . As descr i bed i n grea t er de t a i l be l ow , you f a l s i f i ed 
CRFs to i nd i ca t e tha t sub j ec t s were random i zed to rece i ve s tudy drug i n 
accordance w i th these pro toco l requ i remen t s , when i n f ac t these sub j ec t s were 
adm i n i s t ered s tudy drug i n a manner i ncons i s t en t w i th these requ i remen t s . In an 
a f f i dav i t comp l e t ed by you dur i ng the i nspec t i on , you adm i t t ed tha t sub j ec t s d i d 
no t a l ways t ake the pro toco l - requ i red dose and tha t , i n some cases , you 
spec i f i ca l l y i ns t ruc t ed sub j ec t s to t ake ha l f the pro toco l - requ i red dose . The 
fo l l ow i ng CRFs were subm i t t ed to the sponsor : 

i ) The V i s i t 1 / Day 0 CRF i nd i ca t es tha t sub j ec t 001 was random i zed to rece i ve 
160 / 12 . 5 mg and the V i s i t 2 / Week 2 and V i s i t 3 / week 6 CRFs 

i nd i ca t e tha t the sub j ec t ' s dose was i ncreased to L ' 320 / 12 . 5 mg for 
the requ i red 4 week per i od . However , source med i ca l records i nd i ca t e tha t the 
sub j ec t was dosed w i th[ J 80 mg and[ ]25 mg da i l y a t 
s tudy v i s i t 1 and the dose o f [ ' was i ncreased to 160 mg a t s tudy v i s i t 2 . 

i i ) The V i s i t 1 / Day 0 CRF i nd i ca t es tha t sub j ec t 002 was random i zed to rece i ve 
J160 mg and the V i s i t 2 / Week 2 and V i s i t 3 / week 6 CRFs i nd i ca t e tha t 
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the sub j ec t ' s dose was i ncreased to[ 1320 mg for the requ i red 4 week 
per i od . However , source med i ca l records i nd i ca t e tha t the sub j ec t was dosed 
w i th[ ]80 mg and[ ]12 . 5 mg da i l y a t s tudy v i s i t 1 . 
There i s no documen t a t i on i n source records to i nd i ca t e tha t th i s dose was 
changed a t any t i me dur i ng the s tudy . 

i i i ) The V i s i t 1 / Day 0 CRT i nd i ca t es tha t sub j ec t C )was random i zed to rece i ve 
1160 mg and the V i s i t 2 / Week 2 and V i s i t 3 / Week 6 CRFs i nd i ca t e tha t 

the sub j ec t ' s dose was i ncreased to 320 mg for the requ i red 4 week per i od . 
However , source med i ca l records i nd i ca t e tha t the sub j ec t was dosed w i th 

J 80 / 12 . 5 mg da i l y a t s tudy v i s i t 1 . There i s no documen t a t i on i n 
source records to i nd i ca t e tha t th i s dose was changed a t any t i me dur i ng the 
s tudy . 

c . To be enro l l ed i n the s tudy , the pro toco l requ i red tha t s tudy sub j ec t s mee t the 
pro toco l -spec i f i ed cr i t er i a for hyper t ens i on- - the mean o f three (3) repea t ed sea t ed ' 
measuremen t s o f sys to l i c b l ood pressure o f 160 to 185 mm Hg , i nc l us i ve , and / or 
d i as to l i c b l ood pressure o f 100 to 109 mm Hg , i nc l us i ve . As descr i bed i n grea t er 
de t a i l be l ow , there were d i screpanc i es be tween the b l ood pressure read i ngs 
recorded i n the CRFs and the source med i ca l records a t V i s i t 1 for sub j ec t s 001 ,
002 , 003 , and 004 . In an a f f i dav i t comp l e t ed by you dur i ng the i nspec t i on , you 
adm i t t ed tha t you recorded f a l se b l ood pressure read i ngs i n the v i s i t 1 CRFs so 
tha t sub j ec t s 001 , 002 , 003 , and 004 wou l d appear to mee t the i nc l us i on cr i t er i on 
for hyper t ens i on . The fo l l ow i ng CRFs were subm i t t ed to the sponsor : 

i ) In the V i s i t 1 / Day 0 Inc l us i on / Exc l us i on CRF for sub j ec t 001 , da t ed 6 / 8 / 04 , 
you recorded b l ood pressure read i ngs o f 168 / 102 m i n Hg , 166 / 100 mm Hg ,
and 166 / 102 mm Hg and you checked the box marked " yes " to i nd i ca t e tha t 
the sub j ec t me t the cr i t er i a for hyper t ens i on as de f i ned by the pro toco l . 
However , source med i ca l records for sub j ec t 001 for tha t same da t e recorded a 
b l ood pressure read i ng o f 150 / 80 mm Hg . 

i i ) In the V i s i t 1 / Day 0 Inc l us i on / Exc l us i on CRF for sub j ec t 002 , da t ed 6 / 9 / 04 , 
you recorded b l ood pressure read i ngs o f 174 / 100 mm Hg , 170 / 100 mm Hg ,
and 170 / 100 mm Hg and you checked the box marked " yes " to i nd i ca t e tha t 
the sub j ec t me t the cr i t er i a for hyper t ens i on as de f i ned by the pro toco l . 
However , source med i ca l records for sub j ec t 002 for tha t same da t e recorded a 
b l ood pressure read i ng o f 140 / 80 mm Hg . 

i i i ) In the V i s i t 1 / Day 0 Inc l us i on / Exc l us i on CRF for sub j ec t 003 , da t ed 6 / 9 / 04 , 
you recorded b l ood pressure read i ngs o f 164 / 102 mm Hg , 160 / 102 mm Hg ,
and 164 / 100 mm Hg and you checked the box marked " yes " to i nd i ca t e tha t 
the sub j ec t me t the cr i t er i a for hyper t ens i on as de f i ned by the pro toco l . 
However , source med i ca l records for sub j ec t 003 for tha t same da t e recorded a
b l ood pressure read i ng o f 142 / 80 mm Hg . 
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i v) In the V i s i t 1 / Day 0 Inc l us i on / Exc l us i on CRF for sub j ec t 004 , da t ed 6 / 10 / 04 , 

you recorded b l ood pressure read i ngs o f 168 / 98 nun Hg , 164 / 100 mm Hg , and 
164 / 100 mm Hg and you checked the box marked " yes " to i nd i ca t e tha t the 
sub j ec t me t the cr i t er i a for hyper t ens i on as de f i ned by the pro toco l . However , 
source med i ca l records for sub j ec t 004 for tha t same da t e recorded a b l ood 
pressure read i ng o f 118 / 80 mm Hg . 

d . The pro toco l requ i red tha t sub j ec t s who were on pharmaco l og i c an t i hyper t ens i ve 
therapy w i th ang i o t ens i n conver t i ng enzyme (ACE) i nh i b i tors , ang i o t ens i n 
recep tor b l ockers , a l dos t erone b l ockers , or th i az i de d i ure t i cs (herea f t er 
" proh i b i t ed an t i hyper t ens i ve therapy " ) w i th i n 3 mon ths pr i or to v i s i t 1 be 
exc l uded f rom the s tudy. As descr i bed i n grea t er de t a i l be l ow , i n CRFs for 
sub j ec t s 001 , 003 , and 004 you i nd i ca t ed tha t the sub j ec t s had no t t aken 
proh i b i t ed an t i hyper t ens i ve therapy dur i ng the 3 mon ths pr i or to enro l l men t i n the 
s tudy when source documen t s i nd i ca t ed tha t sub j ec t s had been t ak i ng proh i b i t ed 
an t i hyper t ens i ve therapy . In an a f f i dav i t comp l e t ed by you dur i ng the i nspec t i on , 
you adm i t t ed tha t there were d i screpanc i es be tween CRFs and source med i ca l 
records concern i ng sub j ec t s ' pas t med i ca l h i s tor i es and tha t cer t a i n sub j ec t s d i d 
no t mee t the i nc l us i on cr i t er i a because they were con t ro l l ed on an t i hyper t ens i ve 
med i ca t i on pr i or to enro l l men t . The fo l l ow i ng CRFs were subm i t t ed to the 
sponsor : 

i ) In the V i s i t 1 / Day 0 Inc l us i on / Exc l us i on CRF for sub j ec t 001 , da t ed 6 / 8 / 04 , 
you checked the box marked " no " to i nd i ca t e tha t the sub j ec t had no t rece i ved 
proh i b i t ed an t i hyper t ens i ve therapy i n the 3 mon ths pr i or to tha t da t e . 
However ; source records for sub j ec t 001 da t ed 4 / 26 / 04 i nd i ca t e tha t the 
sub j ec t was on Ben i car (o l mesar t an medoxom i l ) , an ang i o t ens i n recep tor 
b l ocker , and hydroch l oro th i az i de , a th i az i de d i ure t i c . Records da t ed 5 / 4 / 04 
i nd i ca t e tha t Ben i car was d i scon t i nued on tha t da t e , bu t th i s occur red we l l 
w i th i n the 3 mon th w i ndow . 

i i ) In the V i s i t 1 / Day 0 Inc l us i on / Exc l us i on CRF for sub j ec t 003 , da t ed 6 / 9 / 04 , 
you checked the box marked " no " to i nd i ca t e tha t the sub j ec t had no t rece i ved 
proh i b i t ed an t i hyper t ens i ve therapy i n the 3 mon ths pr i or to tha t da t e . 
However , source records for sub j ec t 003 da t ed 4 / 28 / 04 i nd i ca t e tha t the 
sub j ec t was prescr i bed D i ovan , an ang i o t ens i n recep tor b l ocker , on tha t da t e . 

i i i ) In the V i s i t l / Day 0 Inc l us i on / Exc l us i on CRF for sub j ec t 004 , da t ed 6 / 10 / 04 , 
you checked the box marked " no " to i nd i ca t e tha t the sub j ec t had no t rece i ved 
proh i b i t ed an t i hyper t ens i ve therapy i n the 3 mon ths pr i or to tha t da t e . 
However , source records for sub j ec t 004 da t ed 4 / 30 / 04 i nd i ca t e tha t the 
sub j ec t was prescr i bed D i ovan , an ang i o t ens i n recep tor b l ocker , on tha t da t e . 

e . The pro toco l requ i red tha t po t en t i a l sub j ec t s be exc l uded f rom the s tudy i f cer t a i n 
l abora tory parame t ers were ou t s i de the ranges spec i f i ed i n the pro toco l i n the 3 
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mon ths pr i or to v i s i t enro l l men t , i nc l ud i ng serum crea t i n i ne >2 . Omg / dL and any 
serum AST or ALT e l eva t i on tha t i s tw i ce the upper l i m i t o f norma l . As 

descr i bed i n grea t er de t a i l be l ow , our i nves t i ga t i on found tha t you d i d no t ob t a i n 
a l l o f the requ i red l abora tory va l ues for sub j ec t s enro l l ed i n the s tudy . In an 
a f f i dav i t comp l e t ed by you dur i ng the i nspec t i on , you adm i t t ed tha t you recorded 
f a l se i n forma t i on on the case repor t forms for sub j ec t s 001 , 002 , 003 , and 004 to 
i nd i ca t e tha t the cer t a i n l abora tory resu l t s me t e l i g i b i l i t y cr i t er i a when the 
requ i red l abora tory eva l ua t i ons had no t been done . The fo l l ow i ng CRFs were 
subm i t t ed to the sponsor : 

i ) In the V i s i t l / Day 0 Inc l us i on / Exc l us i on CRF for sub j ec t 001 , da t ed 6 / 8 / 04 , 
you checked the box marked " no " to i nd i ca t e tha t the sub j ec t ' s l abora tory 
va l ues for serum AST and ALT were no t ou t s i de the spec i f i ed ranges . 
However , a l abora tory repor t for sub j ec t 001 da t ed 4 / 15 / 04 i nd i ca t es tha t 
serum AST and ALT t es t i ng was no t done . There i s no o ther docurnen t a t i on 
o f l abora tory t es t i ng hav i ng been done dur i ng the 3 mon th per i od pr i or to the 
sub j ec t ' s enro l l men t . 

i i ) In the V i s i t l / Day 0 Inc l us i on / Exc l us i on CRF for sub j ec t 002 , da t ed 6 / 9 / 04 , 
you checked the boxes marked ' no " to i nd i ca t e tha t the sub j ec t ' s l abora tory 
va l ues for serum crea t i n i ne and serum AST and ALT were no t ou t s i de the 
spec i f i ed ranges . However , a l abora tory repor t for sub j ec t 002 da t ed 6 / 9 / 04 
i nd i ca t es tha t serum crea t i n i ne and serum AST and ALT t es t i ng were no t 
done . There i s no o ther documen t a t i on o f l abora tory t es t i ng hav i ng been done 
dur i ng the 3 mon th per i od pr i or to the sub j ec t ' s enro l l men t . 

i i i ) In the V i s i t l / Day 0 Inc l us i on / Exc l us i on CRF for sub j ec t 003 , da t ed 6 / 9 / 04 , 
you checked the box marked " no " to i nd i ca t e tha t the sub j ec t ' s l abora tory 
va l ues for serum AST and ALT were no t ou t s i de the spec i f i ed ranges . 
However , a l abora tory repor t for sub j ec t 003 da t ed 6 / 9 / 04 i nd i ca t es tha t serum 
AST and ALT t es t i ng was no t done . There i s no o ther documen t a t i on o f 
l abora tory t es t i ng hav i ng been done dur i ng the 3 mon th per i od pr i or to the 
sub j ec t ' s enro l l men t . 

i v) In the V i s i t l / Day 0 Inc l us i on / Exc l us i on CRF for sub j ec t 004 , da t ed 6 / 10 / 04 , 
you checked the box marked " no " to i nd i ca t e tha t the sub j ec t ' s l abora tory 
va l ues for serum AST and ALT were no t ou t s i de the spec i f i ed ranges . 
However , a l abora tory repor t for sub j ec t 004 da t ed 6 / 10 / 04 i nd i ca t es tha t 
serum AST and ALT t es t i ng was no t done . There i s no o ther documen t a t i on 
o f l abora tory t es t i ng hav i ng been done dur i ng the 3 mon th per i od pr i or to the 
sub j ec t ' s enro l l men t . 
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2 . You f a i l ed to ob t a i n the l ega l l y e f f ec t i ve i n formed consen t o f sub j ec t s 
par t i c i pa t i ng i n the s tudy [21 CFR 50 . 20 , 50 . 27 , and 312 . 60] . 

An i nves t i ga tor i s respons i b l e for ob t a i n i ng the i n formed consen t o f each human 
sub j ec t to whom s tudy drug i s adm i n i s t ered i n accordance w i th the requ i remen t s o f 
21 CFR Par t 50 (see 21 CFR 312 . 60) . In par t i cu l ar , i n formed consen t i s requ i red to
be documen t ed by use o f a wr i t t en consen t formed approved by an IRB 1 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(a ) ) . Our i nves t i ga t i on found tha t , for sub j ec t s 001 , 002 ,
and 004 , you d i d no t documen t the i r i n formed consen t by the use o f a wr i t t en consen t
form s i gned and da t ed by the sub j ec t s . Fur thermore , i n an a f f i dav i t comp l e t ed by you 
dur i ng the i nspec t i on , you s t a t ed tha t you " verba l l y to l d the sub j ec t s abou t the s tudy , " 
and adm i t t ed tha t you s i gned these sub j ec t s ' names on the i n formed consen t 
documen t s some t i me a f t er the sub j ec t s had been enro l l ed i n the s tudy . There fore , 
you d i d no t ob t a i n the l ega l l y e f f ec t i ve i n formed consen t o f sub j ec t s 001 , 002 , and 
004 . 

3 . You f a i l ed to ensure the s tud i es were conduc t ed accord i ng to the i nves t i ga t i ona l 
p l an [21 CFR 312 . 60) . 

a . The pro toco l re u i red tha t the sub j ec t s be random i zed to rece i ve e i ther t ~ 
160 mg da i l y or ]160 / 12 . 5 mg da i l y for 2 weeks , and a f t er 2 weeks 
those rece i v i ng t to have the i r dose i ncreased to 320 m and those 
rece i v i ngL 

A were to have the i r dose i ncreased to~ 1320 / 12 . 5 mg
for a dura t i on o f 4 weeks . Sub j ec t s 001 , 002 , and 003 were no t dosed i n 
accordance w i th the pro toco l . (See v i o l a t i ons # l . b . i - i i i above . ) 

b . The pro toco l requ i red tha t sub j ec t s mee t the pro toco l -spec i f i ed cr i t er i a for 
hyper t ens i on to be enro l l ed i n the s tudy- - the mean o f three (3) repea t ed sea t ed 
measuremen t s o f sys to l i c b l ood pressure o f 160 to 185 mm Hg , i nc l us i ve , and / or 
d i as to l i c b l ood pressure o f 100 to 109 nun Hg , i nc l us i ve . Sub j ec t s 001 , 002 , 003 ,
and 004 d i d no t mee t the cr i t er i a for hyper t ens i on spec i f i ed i n the pro toco l , bu t 
were none the l ess enro l l ed i n the s tudy . (See v i o l a t i ons # l . c . i - i v above . ) 

c . The pro toco l exc l uded sub j ec t s who were on pharmaco l og i c an t i hyper t ens i ve 
therapy w i th ang i o t ens i n conver t i ng enzyme (ACE) i nh i b i tors , ang i o t ens i n 
recep tor b l ockers , a l dos t erone b l ockers , or th i az i de d i ure t i cs w i th i n 3 mon ths 
pr i or to v i s i t 1 . Sub j ec t s 001 , 003 , and 004 were t ak i ng proh i b i t ed 
an t i hyper t ens i ve therap i es w i th i n the 3 mon th per i od pr i or to v i s i t 1 , bu t were 
none the l ess enro l l ed i n the s tudy . (See v i o l a t i ons # l . d . i - i i i above . ) 

1 Wr i t t en consen t i s requ i red un l ess an IRB de t erm i nes there i s a bas i s to wa i ve the requ i remen t for wr i t t en consen t . To wa i ve the requ i remen t an IRB mus t de t erm i ne tha t the s tudy presen t s no more than m i n i ma lr i sk or the s tudy mee t s the requ i remen t s for an excep t i on f rom i n form consen t for emergency research 21 CFR 56 . 109(c )Ne i ther excep t i on app l i es to Pro toco l 
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d . The pro toco l exc l uded sub j ec t s i f cer t a i n l abora tory parame t ers were ou t s i de the 
pro toco l -spec i f i ed ranges i n the 3 mon ths pr i or to v i s i t 1 , i nc l ud i ng serum 
crea t i n i ne >2 . Omg / dL and any serum AST or ALT e l eva t i on tha t i s tw i ce the 
upper l i m i t o f norma l . In an a f f i dav i t comp l e t ed by you dur i ng the i nspec t i on , 
you acknow l edged tha t you d i d no t ob t a i n resu l t s o f cer t a i n requ i red l abora tory 
t es t i ng (serum crea t i n i ne and / or serum AST and ALT) a t s tudy v i s i t 1 , or w i th i n 
the 3 mon ths pr i or to s tudy v i s i t 1 , for sub j ec t s 001 , 002 , 003 , and 004 . These 
sub j ec t s were none the l ess enro l l ed i n the s tudy . (See v i o l a t i ons # l . e . i - i v above . ) 

4 . You f a i l ed to ma i n t a i n adequa t e and accura t e case h i s tor i es tha t record a l l 
observa t i ons and o ther da t a per t i nen t to the i nves t i ga t i on on each sub j ec t [21 
CFR 312 . 62(b) ] . 

a . The pro toco l spec i f i ed tha t a l l concom i t an t med i ca t i ons mus t be recorded on the 
Concom i t an t Med i ca t i on / S i gn i f i can t Non-Drug Therap i es CRF . Our 
i nves t i ga t i on found tha t sub j ec t s 001 , 002 , 003 , and 004 were t ak i ng concom i t an t 

med i ca t i ons dur i ng the s tudy , bu t these med i ca t i ons were no t recorded i n the 
appropr i a t e CRFs . In an a f f i dav i t comp l e t ed by you dur i ng the i nspec t i on , you 
acknow l edged tha t i n forma t i on on concom i t an t med i ca t i ons recorded i n the CRFs 
d i d no t a l ways ma t ch i n forma t i on recorded i n source med i ca l records. For 
examp l e : 

i ) Source med i ca l records i nd i ca t e tha t sub j ec t 001 was t ak i ng Lopressor 25 mg
da i l y dur i ng the s tudy , bu t th i s i n forma t i on was no t recorded i n the CRF . 

i i ) Source med i ca l records i nd i ca t e tha t sub j ec t 002 was t ak i ng L i p i tor dur i ng the 
s tudy , bu t th i s i n forma t i on was no t recorded i n the CRF . 

i i i ) Source med i ca l records i nd i ca t e tha t sub j ec t 003 was t ak i ng L i p i tor , and 
asp i r i n dur i ng the s tudy , bu t th i s i n forma t i on was no t recorded i n the CRF . 

i v) Source med i ca l records i nd i ca t e tha t sub j ec t 004 was t ak i ng Hy t r i n , Norvasc ,
hydroch l oro th i az i de , asp i r i n , and l ovas t a t i n dur i ng the s tudy , bu t th i s 
i n forma t i on was no t recorded i n the CRF . 

b . The pro toco l requ i red tha t adverse even t s be recorded i n the Adverse Even t CRF .
The pro toco l de f i nes " adverse even t " as any undes i rab l e s i gn , symp tom or 
med i ca l cond i t i on occur r i ng a f t er s t ar t i ng s tudy drug . Accord i ng to source 
med i ca l record for sub j ec t 001 , the sub j ec t exper i enced d i zz i ness wh i l e on s tudy
med i ca t i on , bu t th i s adverse even t was no t recorded i n the Adverse Even t CRF . 

c . Our i nves t i ga t i on found tha t the i n i t i a l s o f four sub j ec t s enro l l ed i n the s tudy were
i naccura t e . You recorded the fo l l ow i ng i n i t i a l s i n s tudy documen t s (e . g . , case 
repor t forms and i n formed consen t documen t s) for the sub ' ec t s who were enro l l ed i n the s tudy : 001 L J 002L ~003L ~and 004 J Dur i ng the 
i nspec t i on , you adm i t t ed tha t you enro l l ed sub j ec t s under d i f f eren t i n i t i a l s and tha t 
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the cor rec t i n i t i a l s were those con t a i ned i n the med i ca l records. The i n i t i a l s 
recorded i n the med i ca l records were as fo l l ows : 001 C 1002L ]003 

]and 004[ 

Th i s l e t t er i s 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 w i th your c l i n i ca l 
s tud i es o f i nves t i ga t i ona l produc t s . I t i s your respons i b i l i t y to ensure adherence to each 
requ i remen t o f the l aw and re l evan t regu l a t i ons . 

On the bas i s o f the above l i s t ed v i o l a t i ons , the Cen t er asser ts tha t you have repea t ed l y or 
de l i bera t e l y f a i l ed to comp l y w i th the c i t ed regu l a t i ons and subm i t t ed f a l se i n forma t i on to 
the sponsor i n a requ i red repor t . Your ac t i ons have exposed human sub j ec t s to 

unnecessary r i sks and j eopard i zed the i n t egr i t y o f da t a . The Cen t er proposes tha t you be 
d i squa l i f i ed as a c l i n i ca l i nves t i ga tor . You may rep l y to the above s t a t ed i ssues , i nc l ud i ng 
an exp l ana t i on o f why you shou l d rema i n e l i g i b l e to rece i ve i nves t i ga t i ona l produc t s and 
no t be d i squa l i f i ed as a c l i n i ca l i nves t i ga tor , i n a wr i t t en response or a t an i n forma l 
con f erence i n my o f f i ce . Th i s procedure i s prov i ded for by regu l a t i on 21 CFR 312 . 70 . 

W i th i n f i f t een (15) days o f rece i p t o f th i s l e t t er , wr i t e or ca l l me a t (301) 594-0020 to 
ar range a con f erence t i me or to i nd i ca t e your i n t en t to respond i n wr i t i ng . 

Shou l d you choose to respond i n wr i t i ng , your wr i t t en response mus t be forwarded w i th i n 
th i r t y (30) days o f rece i p t o f th i s l e t t er . 

Your rep l y shou l d be sen t to : 

Joseph Sa l ewsk i 
D i rec tor (Ac t i ng) 
D i v i s i on o f Sc i en t i f i c Inves t i ga t i ons , HFD-45 
O f f i ce o f Med i ca l Po l i cy 
Cen t er for Drug Eva l ua t i on and Research ' 
Food and Drug Adm i n i s t ra t i on 
7520 S t and i sh P l ace , Room # 103 
Rockv i l l e , Mary l and 20855 

Shou l d you reques t an i n forma l con f erence , we ask tha t you prov i de us w i th a fu l l and 
comp l e t e exp l ana t i on o f the above l i s t ed v i o l a t i ons . You shou l d br i ng w i th you a l l 
per t i nen t documen t s , and a represen t a t i ve o f your cho i ce may accompany you . A l though 
the con f erence i s i n forma l , a t ranscr i p t o f the con f erence w i l l be prepared . I f you choose 
to proceed i n th i s manner , we p l an to ho l d such a con f erence w i th i n 30 days o f your 
reques t . 

At any t i me dur i ng th i s adm i n i s t ra t i ve process , you may en t er i n to a consen t agreemen t 
w i th FDA regard i ng your fu ture use o f i nves t i ga t i ona l produc t s . Such an agreemen t 
wou l d t erm i na t e th i s d i squa l i f i ca t i on proceed i ng . Enc l osed you w i l l f i nd a proposed 
agreemen t be tween you and the FDA . 
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The Cen t er w i l l care fu l l y cons i der any ora l or wr i t t en response . I f your exp l ana t i on i s 
accep t ed by the Cen t er , the d i squa l i f i ca t i on process w i l l be t erm i na t ed . I f your wr i t t en or 
ora l responses to our a l l ega t i ons are unsa t i s f ac tory , or we canno t come to t erms on a 
consen t agreemen t , or you do no t respond to th i s no t i ce , you w i l l be o f f ered a regu l a tory 
hear i ng be fore FDA , pursuan t to 21 CFR 16 (enc l osed) and 21 CFR 312 . 70 . Be fore such 
a hear i ng , FDA w i l l prov i de you no t i ce o f the ma t t ers to be cons i dered , i nc l ud i ng a 
comprehens i ve s t a t emen t o f the bas i s for the dec i s i on or ac t i on t aken or proposed , and a 
genera l summary o f the i n forma t i on tha t w i l l be presen t ed by FDA i n suppor t o f the 
dec i s i on or ac t i on . A pres i d i ng o f f i cer f ree f rom b i as or pre j ud i ce and who has no t 
par t i c i pa t ed i n th i s ma t t er w i l l conduc t the hear i ng . Such a hear i ng w i l l de t erm i ne 
whe ther or no t you w i l l rema i n en t i t l ed to rece i ve i nves t i ga t i ona l produc t s . 

You shou l d be aware tha t ne i ther en t ry i n to a consen t agreemen t nor pursu i t o f a hear i ng 
prec l udes the poss i b i l i t y o f a coro l l ary j ud i c i a l proceed i ng or adm i n i s t ra t i ve remedy 
concern i ng these v i o l a t i ons . 

S i ncere l y yours , 

{See appended e l ec t ron i c s i gna ture page } 

Joseph Sa l ewsk i 
D i rec tor (Ac t i ng) 
D i v i s i on o f Sc i en t i f i c Inves t i ga t i ons , HFD-45 
O f f i ce o f Med i ca l Po l i cy 
Cen t er for Drug Eva l ua t i on and Research 

Enc l osures : 
1 . 21 CFR 16 
2 . 21 CFR 312 . 70 
3 . Consen t Agreemen t 
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