
ockets ~a~a~eme~t Branch (WFA-305) 
Food and Drug Admi~ist~at~~~ 
5630 Fishers Lane, Room 1061 

Dear Sir or Madam: 

trials, t think you should say that some OF th 
r3 to ~~~wsp~~s~r~~ trials, tt-tat 
nc0, but that many of the ~~~~rnrn~~d 
Nl H-sponsored triafs (Ed. p sponsor presence g GkX383d sessions 

and a stat~st~~~a~ responsible for the ~~t~~~rn analyses who is ~~d~~~~d~~t of tha 
protocol team and Steering ~urnrnjtt~~)~ NIX may be doing it ~r~~~~ but you do not 

ruvide any convincing a~~~rn~~ts based on experience that this is tile case, 
Furthermore, white advantages and disadvantages to various a~p~~aGhes to DMC 
~~~~atj~~ are discussed, that is nat the case for the reGumme~dat~~~s on who 
~e~~~rns the ~~t~~~rn analysis (see point #I 2 below). 

2. Pages 7,9 and 2-I * I disagree that it is always ideal far the statistician prepares 
s to be i~d~p~~de~t 05 the sponsor and clinicaf ~~vest~~at~~s. Of ~trn~st 

ortance 
istician 

is that the statistician ba familiar with the protocol. You do not want a 
p~~pari~~ ~~t~~~rn analyses who is simply ~~~~~~~ computer programs QT 

who has not been an integral part of ths thinking and pla~~~~~ of the study. Such 
dual cannot do tha job required. On a more practical note, 1 wonder if there 

are sufficient numbers of statistjc~a~s to afford the luxury of having one work with 
the Steering ~~mrn~ttee of ~~vest~~aturs and another wurk with the DSMB. I have 
no objection to the model you propose as long as the stat~sti~~a~ preparing the 

analyses is very f~~~~ja~ with the protocol, the ~~t~~ds fur data 
more generally the overall C~~d~Gt of the trial. ~~w~v~~, we have 

much more experience with tha mad4 in which the statistician works both with the 



~nvest~~at~ve team and DSMB. 
it. In fact, it might be ~u~sjd~re 

odefs should b 

ShQUf 
ed on 

ndence of the statjst~~~an p~~urrnjn~ analysts for the 
r and ~ndepe~den~~ of t at sta~~st~~~an t~~at~ve team are tag 

ifferent issues and they s ould be sepa 
ndence af the sponsor is the desired approach. Some of my worst 

~x~~r~~n~es as a DSMB rn~mb~r were receiving reports from ~~~ndependent~~ groups 
on contract with the sponsor. I think that is a reasanabie way tc, proceed fur sume 
trials where the cuntr 

berated to the a eve, some ~~jda~~e o ~~i~d~~~ to sponsors who G 

have a stat~stjcjan empfuyee out the ~nterjm analyses would be helpf~~~ 
es8 standard ~ru~ed~r~s will ably have to be d~#ferent fur blind and nun~b~~n 

rally, what are your exportations with rr;spect to standard 
rucedures when the sponsor statistician carries out the interi 

any DSMBs do review ~nd~vjdua~ adverse events~ 
dd~tiu~ ts the I think that both 

al interim analyses until the trial has been completed. 

the d~~~rn~nt ~~~~erns ~ntera~t~~n of D 
prepare a brief tetter f~~~uw~n~ each SC 

far ~nvesti~aturs to share with their Bs. For example, a statement that there were 
no differ43nces in efficacy or safety tcames that would lead the DSMB to 

nd stupp~ng or mud~fyjn~ the trial is helpful. fn sume studies we post a 
meeting s~mma~ with such a statement to a study web site for ~nvest~~at~rs to 



ber of events for all t 
ce to test treatm 

studies (Le., in ~o~-b~~~d 
test t~@atrne~t have died 

r example, in a ~a~di~vasc~~ar disease preve~t~~~ 
~te~e~t~~~ with established efficacy for ~o~eri~~ ch~~est~r~~~ 

h~~este~~~ ~~we~i~~ effects af the 
rder to earlier trial to establish the efficac 

far c teral ~~~~rj~~ this w d not be a good idea. 1 suspect 
for sp~~sQrs waked ~e~pf~~~ 

rs for which we 

ors, except stat~sti~ja 
s should remain baby 

the trial and the in 

e~~f~~ as you prepare the final d~c~rne~~ 

mes 
ofes 
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