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I)car Mr. Sedgewick 

m,4 Investigator George L Van WCY, FDA InvesCgatcx &ic Nielsen, FDA Clrernint 
I~Ton:ya M. Mitchell, and FDA Pharmacolqgist Mic&l F. Skelly conducted 3 detailed 
~nqJe&.?n of muhipIc clinical tri& and bioanalytical projkcts performed at WIDS Phmn.? 
Services, tincolu, Nebmka, and Phoetix, Arizona TIie in,spcction Pcgan February 26, 
200 1 olld concluded March 2,2001. Three inspe’ciional obsezva$ons where listed an ti 
I:o~ F;I>A 483 issued at the concIusian of the inspe’cti6n. ihing thus wrap up n&ling; 
we :\gree=d to pluvidc written responses VI the inspectional obscmations. 

Observc?tion 1: 
Reienfc mnples for were rctunred to 
the mnnufi;sr;furer and tSler&ore were not available to l?DA for smphg at this clinical 
site, ResePe samples for wem rrot 
scfected ml retiined at the clinical site (MIX Hnnis, PI~oenix, AZ), 

Response: 
Though a &undemranding ofOx applicable regulations, the remvc samples fbr these 
two srudie~, by agnement 6t.b the sponsor, w&e n~&n’kd elsewhere and were not 
rerajned st the study site, The pcocedure that permMed this 10 hnppen was chnnged July 
20(x) and all required reserve or retention samples are being maintied. The S~OZISW 

has submitted an amendment to their IND &-ifyjng how Mention 
snrnpllcs for the stated studies were handled an8 where tky can be Iocated, .’ 

Obscrvnlion 2: 
Softwnre Problem Report # was wristen in response to a user-reported error in 
regression cd~~lntion in study 1 To date, the&aas bwn 
fllo final col~clusion, resolution, correction, or evaluatjon of this’erras report, The extcllt 
mJ irnpt on dab *generated by thC bffeckd program;xpl,fit, has ~DC been dmm.ined. 



It & derernJined,the absolute value should have been IZ&.Q pri’or 16; the lag function, 
‘J-Jle use of absolute vslue in a lo& fiaciion was akady included in olher appropriate 

> places witl.lu’xr the soJhWre, When the pro~rain was changed to perfom l&s fknctio~ il 
extxuted OKI tbc eke in qiwtian’without zu~y euors. As an initiz4 tkst, tX]e dais iiom 
the cuwe were qomparcd t’o the dafsl produced &on, 3 comqmial package {Sofimr~l 
Pro v.3,O) and ihe dara was found 10 lx eq~ivalen~. bdditionally, the entim studi dsh 
lbr ihis s!udy IUWC been generated by Softmax regression md sample concentrutions 
from the aflected pragrati VS. So&ax will be compared side by side lvrd s&h - 
st&tical mdysis. Tlie full s@stical andysis will be completed by Ma& 30,2001- 

A validration of the new change to the s&ware will b? peifoxmed. We wjll w&e u test 
phzl, set up the acceptance ctiteria, c,uecuLe l..he test pIan and bcut~~ebt Ihis ~JWC&, 
This validatiora will be compkted by March 30,2001 quad ifthe sofkv~~re me& the 
ncccptanci: ctittfia it till be implemented. Documenta~on $11 be rewined as part or 
the validaticx~ documen~tion for the sof%vvzue package. 

The second part of the obseluaiion was that the extent and impact on data generated by 
the affixted program, xpl_fit, had not been de~mtGned, Because the reported error was 
found IO be rqxoducr’blc snd in nil issuances resulted in values far x@side the normal or 
expected range, the erroneous values were neither occe~~tcd nor used jn the reported data. 

Obsez-v;lcion 3: 
The information systems ~~ndard operaGng procedures for s~fiwaic problem Reporting 
are inadequate in that softwartp: problem reports are not &otved .in a dmeIy manner and 
sofiware problem report mmnaries are not reviewed 0~ aperiodic basis. 

Response: 
The skwdord operating procedure for Sofhme J’+oblcm Rep&r~g (19AI1.007) was 
rnodikd and reissued OJI March 7,2001 to require docuxnetited.revie of sohware 
problem zzports by inhmation systems supen6soI-y y&ome]. &views wi13 occur at 
one mod1 inteds to msure that pro biems are resoIvsd in a timely .~aoncr. 
DoctJmrsllttlhn of SOP training fbr all assdciatcs rcsp~&ble for compliance wiljr 1lr.e 
procedure is entered into the MDS PI~anna &vices ttai&g system. 
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