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Dear  Dr .  Mendel sohn:  

Bet ween Oct ober  19 and November  2,  2004,  Mr .  Joel  Mar t i nez,  Mr .  Pat r i ck St one,  and 
Ms.  Mar y Mease,  r epr esent i ng t he Food and Dr ug Admi ni st r at i on ( FDA) ,  i nspect ed t he 
MD Ander son Cancer  Cent er  I nst i t ut i onal  Revi ew Boar d ( I RB) .  The pur pose of  t hi s 
i nspect i on was t o det er mi ne whet her  t he I RB was i n compl i ance wi t h t he r egul at i ons 
gover ni ng I RBs and t hose gover ni ng t he pr ot ect i on of  human subj ect s par t i ci pat i ng i n 
cl i ni cal  t r i al s cont ai ned i n Ti t l e 21 of  t he Code of  Feder al  Regul at i ons ( CFR) ,  Par t s 50 
and 56.  These r egul at i ons appl y t o cl i ni cal  st udi es f or  pr oduct s r egul at ed by FDA.  

I n addi t i on,  bet ween Oct ober  18 and Oct ober  22,  2004,  Mr .  Ri char d Fej ka and Mr .  
Pat r i ck St one f r om FDA i nspect ed t he M. D.  Ander son Radi oact i ve Dr ug Resear ch 
Commi t t ee ( RDRC)  and met  wi t h t he RDRC' s t hen- Chai r , C aM. D.  That  
i nspect i on was conduct ed t o assess t he RDRC' s compl i ance wi t h 21 CFR Par t  361,  
i ncl udi ng whet her  t he RDRC' s ap r oval  of  t he f ol l owi ng cl i ni cal  st udy met  t he r egul at or y 

r qui r ement s :  Pr ot ocol  L ent i t l ed " Bi odi st r i but i on and Phar macoki net i cs of  
i n Pat i ent s wi t h Br e t  Cancer . "  Thi s st udy i nvol ved t he use of  t he 

i nvest i gat i onal  dr ug ~ _ 

As a r esul t  of  t hi s RDRC i nspect i on,  FDA concl uded t hat  t he RDRC di d not  adher e t o t he 
appl i cabl e st at ut or y r equi r ement s and r egul at i ons gover ni ng t he oper at i on of  RDRCs and 
t he pr ot ect i on of  human subj ect s i n 21 CFR Par t s 361,  50,  and 56.  Dr .  John Jenki ns f r om 
FDA' s Cent er  f or  Dr ug Eval uat i on and Resear ch ( CDER)  i ssued a l et t er  dat ed December  
8,  2004,  t o Dr . [  Jwi t hdr awi ng appr oval  of  t he RDRC i n accor dance wi t h 21 CFR 
361 . 1( c) ( 4)  ( copy at t ached) .  That  l et t er  cont ai ned a l i st  of  t he r egul at or y def i ci enci es t hat  
wer e al so not ed at  t he i nspect i on.  We r emi nd you t hat  i f  M. D.  Ander son wi shes t o 
est abl i sh an RDRC i n t he f ut ur e,  t hat  a new appl i cat i on must  be submi t t ed f or  FDA 
appr oval .  I n addi t i on,  as Dr .  Jenki ns st at ed i n hi s l et t er ,  i f  appl yi ng t o r eest abl i sh t he 



Page 2- -  John Mendel sohn,  M. D.  

RDRC,  you must  ci t e t he cor r ect i ve act i ons t he i nst i t ut i on has i mpl ement ed t o avoi d t he 
def i ci enci es l i st ed i n t he l et t er .  

Wi t h r egar d t o t he I RB i nspect i on,  f r om our  eval uat i on of  t he est abl i shment  i nspect i on 
r epor t ,  t he document s submi t t ed wi t h t hat  r epor t ,  and your  December  7,  2004 and August  
14,  2005,  wr i t t en r esponses t o t he For m FDA 483,  we concl ude t hat  t he I RB f ai l ed t o 
adher e t o 21 CFR Par t s 50 and 56 and,  t her ef or e,  f ai l ed t o pr ot ect  t he r i ght s and wel f ar e 
of  st udy subj ect s .  We ar e awar e t hat  at  t he concl usi on of  t he i nspect i on,  our  i nvest i gat or ,  
Mr .  St one,  pr esent ed and di scussed wi t hE aM. D. ,  Ph. D. ,  I RB Chai r man,  a 
For m FDA 483,  I nspect i onal  Obser vat i ons .  

The r egul at or y vi ol at i ons wer e based on t he r evi ew of  I RB pr ocedur es f or  t he f ol l owi ng 
st udi es :  

Pr ot ocol L i f or  I magi ng of  Apopt osi s i n Pr i mar y 
Br east  Cancer  ( PBC) - A Pi l ot  St udy"  

Pr ot ocol [ -  J " A Randomi zed Phase I I  St udy of  L ~+ 
] Ver sus L ] Al one as Mai nt enance Ther apy f or  Mul t i pl e 

Myel oma Fol l owi ng Aut ol ogous Bone Mar r ow Tr anspl ant at i on"  

Pr ot ocol E 3 " An Open Label ,  Si ngl e Ar m,  Mul t i - Cent er ,  Saf et y,  
Phar macoki net i c and Phar macodynami c,  Phase I I  St udy of [  -  i n Pedi at r i c and Adul t  Subj ect s wi t h Thr ombocyt hemi a Secondar y t o 
Myel opr ol i f er at i ve Di sor der s"  

Pr ot ocol C J" A Phase I I  Tr i al  of L_ ] pl us L 3n Pat i ent s 
wi t h Advanced Renal  Cel l  Cancer  Pr evi ousl y Tr eat ed wi t h I mmunot her apy"  

We wi sh t o emphasi ze t he f ol l owi ng:  

1.  The I RB f ai l ed t o assur e t hat  t he r i sks t o subj ect s wer e mi ni mi zed by use of  
st udy pr ocedur es t hat  ar e consi st ent  wi t h sound r esear ch desi gn and t hat  do not  
unnecessar i l y expose human subj ect s t o r i sks [ 21 CFR 56. 111( a) ( 1) ] .  

Our  gi CCest i gat i on f ound t. l ~t  t he f -  - ] pr ot ei n used t o pr epar e . t he i nvest i gat i onal  
dr u ~ used i n Pr ot oco' 1L i was der i ved f r om human 
pl acent a and was l abel ed " not  f or  dr ug,  househol d or  ot her  uses. "  The Mat er i al  
Saf et y Dat asheet  ( MSDS)  f or L I  st at ed,  " Bi ohazar d. . .  Handl e as i f  capabl e 
of  t r ansmi t t i ng i nf ect i ous agent s . "  Al so,  because t heC ' was 
i nt ended f or  i nt r avenous admi ni st r at i on,  i t  shoul d have been pr epar ed under  
condi t i ons t hat  woul d assur e t hat  i t  was st er i l e and pyr ogen- f r ee.  Al so,  because t he 

i  i s a pr ot ei n f r om a human sour ce,  i t  has t he pot ent i al  t o cause unt owar d 
i mmunogeni c r eact i ons .  Wr i t t en I RB r ecor ds and audi ot apes of  t he I RB meet i ngs at  
whi ch t he I RB consi der ed Pr ot ocol  ~ cont ai n no di scussi on of  t he pot ent i al  
f or  t r ansmi ssi bl e pat hogens wi t h t he Jomponent ,  t he r i sk of  non- st er i l i t y 
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and pyr ogeni ci t y of  ~ ~ or  t he i mmunogeni c pot ent i al  of  t he 
] component .  By f ai l i ng t o consi der  t hese r i sks,  t he I RB f ai l ed t o assur e 

t hat  r i sks t o subj ect s wer e mi ni mi zed.  

I n i t s December  7,  2004 wr i t t en r esponse,  t he I RB acknowl edged t hat  t he st udy was 
" i ncor r ect l y"  appr oved and mai nt ai ned t hat  new pr ocedur es have been i mpl ement ed 
t o ensur e t hat  a pr ot ocol  wi l l  not  be appr oved unt i l  al l  r el evant  i ssues ar e consi der ed.  

I n t he I RB' s August  8,  2005 f ol l ow- up wr i t t en r esponse,  t he I RB i ndi cat ed t hat  al l  
subj ect s had been not i f i ed of  pot ent i al  r i sks of  t r ansmi ssi bl e pat hogens,  wi t h[  
3and t est ed t o det er mi ne whet her  t hey had been exposed t o i nf ect i ous*  agent s.  The 

r esponse al so i ndi cat ed t hat  t est i ng was per f or med on f our  vi al s of  t he l ot  of r -  Jt hat  was used i n t he pr epar at i on of  t he dr ug pr oduct .  The I RB r epor t ed t hat  r esul t s 
of  t he t est i ng of  st udy subj ect s and l ot s used i n pr epar at i on of  t he dr ug pr oduct  
( t est i ng f or  an ar r ay of  vi r uses t hat  coul d pot ent i al l y be pr esent  i n a r oduct  der i ved 
f r om human sour ces)  i ndi cat ed t hat  t he subj ect s enr ol l ed i n pr ot ocol ~ 3wer e 
" unl i kel y"  t o have been exposed t o i nf ect i ous agent s as a r esul t  of  t hei r  par t i ci pat i on 
i n t he st udy.  

2.  The I RB f ai l ed t o appr ove pedi at r i c r esear ch i n compl i ance wi t h t he 
r equi r ement s of  21 CFR Par t  50,  Subpar t  D [ 21 CFR 56. 111( c) ] .  

To appr ove r esear ch i n whi ch some or  al l  of  t he subj ect s ar e chi l dr en,  an I RB must  
al so det er mi ne t hat  t he r esear ch compl i es wi t h t he r equi r ement s of  21 CFR par t  50,  
subpar t  D ( Addi t i onal  Saf eguar ds f or  Chi l dr en i n Cl i ni cal  I nvest i gat i ons) .  For  
pr ot ocol L I  our  i nvest i gat i on f ound no evi dence t hat  t he I RB made t he 
appr opr i at e f i ndi ngs r equi r ed by 21 CFR 50,  Subpar t  D.  I n i t s December  7,  2004 
wr i t t en r esponse,  t he I RB acknowl edged t hi s def i ci ency and st at ed t hat  i t  wi l l  
document  t he vot e and di scussi on r egar di ng r i sks and benef i t s associ at ed wi t h 
pedi at r i c st udi es,  as r equi r ed by 21 CFR Par t  50,  subpar t  D.  

3.  The I RB f ai l ed t o r equi r e t hat  i nf or med consent  was obt ai ned f r om st udy 
subj ect s i n accor dance wi t h and t o t he ext ent  r equi r ed by 21 CFR par t  50 [ 21 
CFR 56. 111( a) ( 4) ] .  

a.  The I RB- appr oved i nf or med consent  document  ( I CD)  di d not  cont ai n al l  of  t he 
r equi r ed el ement s of  i nf or med consent .  [ 21 CFR 50. 25( a) ]  

i .  The I CD di d not  cont ai n a descr i pt i on of  " any r easonabl y f or eseeabl e r i sks 
or  di scomf or t s"  as r equi r ed by 21 CFR 50. 25( a) ( 2) .  The I CD i dent i f i ed 
ski n r ash as t he onl y r easonabl y f or eseeabl e r i sk or  di scomf or t  associ at ed 
wi t h par t i ci pat i on i n t he st udy .  As di scussed i n i t em #1,  t he r easonabl y 
f or eseeabl e r i sks and di scomf or t s associ at ed wi t h r ecei vi ng 
al so i ncl uded t he possi bi l i t y of  i nf ect i ous di sease due t o pot ent i al  exposur e 
t o t r ansmi ssi bl e pat hogens,  i mmunol ogi c r eact i ons due t o exposur e t o a 
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pr ot ei n der i ved f r om a human sour ce,  and exposur e t o a non- st er i l e dr ug 
subst ance.  The subj ect s wer e al so not  i nf or med of  t he r i sks associ at ed 
wi t h r ecei vi ng i nt r avenous t echnet i um ( Tc) ,  a r adi oact i ve subst ance,  or  t he 
r adi at i on exposur e associ at ed wi t h whol e body i magi ng.  I n i t s December  
7,  2004 wr i t t en r esponse,  t he I RB st at ed t hat  i t  had i mpl ement ed 
pr ocedur es t o i nf or m subj ect s and t hat  t he consent  document  was r evi sed 
t o i ncl ude i mpor t ant  r i sk i nf or mat i on,  whi ch was pr ovi ded t o t he subj ect s .  

i i .  The I CD di d not  i ncl ude a st at ement  t hat  r ef usal  t o par t i ci pat e wi l l  i nvol ve 
no penal t y or  l oss of  benef i t s t o whi ch t he subj ect  i s ot her wi se ent i t l ed as 
r equi r ed by 21 CFR 50. 25( a) ( 8) .  

b.  The I RB f ai l ed t o assur e t hat  i nf or med consent  t o par t i ci pat e was obt ai ned under  
ci r cumst ances t hat  mi ni mi zed t he possi bi l i t y of  coer ci on or  undue i nf l uence.  [ 21 
CFR 50. 20]  

The I CD st at ed t hat C Jbas been aut hor i zed by t he FDA f or  
use i n r esear ch onl y. "  Thi s st at ement  i s not  accur at e i n t hat  FDA di d not  
aut hor i ze t he use oc l or  r esear ch pur poses .  I n f act ,  FDA 
was not  awar e t hat  t hi s st udy was bei n conduct ed and t her ef or e coul d not  have 
aut hor i zed use of  C , ~ i n t hi s cl i ni cal  i nvest i gat i on.  I ncl usi on of  
t hi s st at ement  i n t he I CD may have gi ven subj ect s a f al se sense of  secur i t y 
r egar di ng t he saf et y of  t he r esear ch and undul y i nf l uenced t hei r  deci si ons t o 
par t i ci pat e i n t he st udy .  I n i t s December  7,  2004 wr i t t en r esponse,  t he I RB 
acknowl edged t hat  t he st at ement  was not  accur at e and have si nce del et ed t he 
st at ement  f r om t he I CD.  

4.  The I RB' s wr i t t en pr ocedur es f or  i ni t i al  r evi ew do not  adequat el y r ef l ect  t he 
r egul at or y r equi r ement s f or  obt ai ni ng i nf or med consent  [ 21 CFR 56. 108( a) ( 1) ] .  

The I RB' s wr i t t en pr ocedur es al l ow f or  t he Engl i sh ver si on of  I RB- appr oved I CDs t o 
be or al l y t r ansl at ed f or  non- Engl i sh speaki ng subj ect s .  Recor ds i ndi cat e t hat  t he I RB 
appr oved I CDs f or  pr ot ocol sL ] t hat  
pr ovi ded f or  or al  t r ansl at i ons of  t he Engl i sh ver si ons of  t he I CDs.  For  st udi es t hat  
enr ol l  non- Engl i sh speaki ng subj ect s,  or al  t r ansl at i on of  an I RB- appr oved i CD i s not  
adequat e t o sat i sf y t he r equi r ement  f or  obt ai ni ng and document i ng i nf or med consent .  
To meet  t he r equi r ement s of  21 CFR 50. 20 and 50. 27,  t he I CD must  be i n l anguage 
under st andabl e t o t he subj ect  or  t he subj ect ' s r epr esent at i ve.  Whi l e 21 CFR 
50. 27( b) ( 1)  does al l ow f or  t he wr i t t en consent  document  t o be r ead t o t he subj ect ,  i t  
does not  al l ow f or  i t  t o be " r ead"  i n a di f f er ent  l anguage,  and t he r egul at i on r equi r es 
t hat  t he subj ect  be gi ven adequat e oppor t uni t y t o r ead t he I CD bef or e i t  i s si gned.  I n 
t hi s case,  a non- Engl i sh speaki ng subj ect  woul d not  be abl e t o r ead t he I CD.  

Thi s l et t er  i s not  i nt ended t o be an al l - i ncl usi ve l i st  of  def i ci enci es f or  t he pr ot ocol s 
r evi ewed and appr oved by t he I RB.  
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Because of  t he depar t ur es f r om FDA r egul at i ons di scussed above,  pl ease i nf or m t hi s 
of f i ce,  i n wr i t i ng,  wi t hi n 15 wor ki ng days of  your  r ecei pt  of  t hi s l et t er ,  of  t he act i ons you 
have t aken or  pl an t o t ake t o pr event  si mi l ar  vi ol at i ons i n t he f ut ur e.  We acknowl edge 
your  wr i t t en r esponses t o i t ems #1,  #2,  #3a. i .  and #3b.  Fai l ur e t o adequat el y and 
pr ompt l y expl ai n vi ol at i ons not ed above under  #3a. i i .  and #4 may r esul t  i n f ur t her  
r egul at or y act i on.  

I f  you have any quest i ons,  pl ease cont act  Dr .  Lesl i e Bal l ,  at  ( 301)  594- 1032,  FAX ( 301)  
827- 5290 .  Your  wr i t t en r esponse and any per t i nent  document at i on shoul d be addr essed 
t o:  

Lesl i e K.  Bal l ,  M. D.  
Br anch Chi ef  
Good Cl i ni cal  Pr act i ce Br anch I l ,  HFD- 47 
Di vi si on of  Sci ent i f i c I nvest i gat i ons 
Of f i ce of  Compl i ance 
Cent er  f or  Dr ug Eval uat i on and Resear ch 
7520 St andi sh Pl ace 
Rockvi l l e,  MD 20855 

Si ncer el y your s,  

( See appended el ect r oni c si gnat ur e page}  

Joseph Sal ewski  
Di r ect or  ( Act i ng)  
Di vi si on of  Sci ent i f i c I nvest i gat i ons,  HFD- 45 
Of f i ce of  Compl i ance 
Cent er  f or  Dr ug Eval uat i on and Resear ch 



Li nked Appl i cat i ons Sponsor  Name Dr ug Name 

I ND L 
- - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -  

- - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -  
Thi s i s a r epr esent at i on of  an el ect r oni c r ecor d t hat  was si gned el ect r oni cal l y and t hi s page i s t he mani f est at i on of  t he el ect r oni c 
si gnat ur e.  
- - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -  
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