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Yvonne DIBartolo 

FDA explained thai FDAM details post markellng requirements for FDA approved drugs and devices 
ltIat it also established a fonnal process for whether a PM is justified and the type of ltIe study: whether it 
meets PMR During intemal discusslort with Division and Office Directors and also after discussion with 
ltIe CBER Safety Working Group, the CBER SWG decided that a PMR. to track the AEs, and a PMC, 10 
track the ;_ ._____ :b(4) 'would be required. Both the PMC and PMR studies will need meaningful 
results end therefore will need to have a control arm. 

Fenwal acknowledged Illis decision and dlsctJssed their Ihoughts Ort how the AEs GOuld be tracked and 
how 10 mange a controf arm. Fenwal explained that AE rates will differ from slle 10 site, depending on 
Jhair colleclion methodologies. II is difficu[11O develop a prospectively designed study. Ferlwal suggesled 
looking at slle to site, under current reporting slructures: make a conversion 01 plalelels in plasma to 
platolets in InterSol, that would give (hem e conuol group (consecutive at (he site) and It would noJ force 
sites 10 have a dual invenlOry. IRS approval would be required but an ICF would not be required. This 
would not be done at every site, only at specific slles (e.g. major oncology systems) thaillave a good 
reporting/ actiVe surveillance transfusion system. 
FDA inquired whether this would be acllve repor1lng with each trsnsrusion; whether a fonn would be 
completed after Bach transfusion for bolll control and InterSol platelets. 
Fenwal explained Ihal many of tIlese sites have an active surveillance in place and have their own forms 
that gel completed on tile floor and each lime compleled wllh en M.D. Fenwal tecommended usIng the 
sites' own forms so Ulat new (erms would nol have to be introduced. FeMwal clarlfled tila! this form is not 
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being completed for a 'no transfusion reaction'. Fenwsl can caplure the number of transh,isions, and the 
number of reactions. whon an AE occurs. FDA considered this passive reporting; Fenwal stated that 
these sites consider this active reporting. FDA noted that a consistent fonn would provide consistency in 
reporting. Fenwal explained thallhls is why they Bre only planning on working with sites that already have 
active reporting; they are aware thai not ell places have active reporting; a lot of these sitas are 
accustomed to conducting clinical trials; they are accustomed to this level of acUve participation. Fenwal 
will provide these forms to FDA for review of what they are collecting 10 provide more assurance. 

FDA asked tlow Fenwal would ensure reporting is equal al each center. 
Fenwal eKplained that there will be differences at centers so they would like to look althe data at each 
sile, not pool the data together, Percent AI:: rates can vary: 2% AE rate down to 0.8% AE. The reason 
for the differences is unknown at this Ume. Fenwal noted that there Is appears to be a seasonal & month 
to month variaUon as well. 
The sites say that It is patient dependent; If someone reacts they will continue 10 reael; different parts of 
country! 5ea5Cnal. Therefore recommend evaluating this by sIte. 

FDA recommended thai they start with the 5ame terminology. Fenwal stated that there are multiple tenns 
but U1al il comes dovm to 'was there a transfusion reaction or nof. Fenwal explained that the sites have a 
lime period cutoff; is It related to transfusIon (e.g. within 6 hours). The MD will review chart to make 
assessment of relatedness. 

Fenwel suggested that PI1a.se 1 study consIst of platelets in plasma and then switcl1 to plasma In InterSol 
and then record in that group. The time period for each phese will depend on the sample size. If they 
collect for multiple months per phase this may balance oul variallon between paUenlS. 

FDA reminded them that a side by side comparison will require a large enough sample size to develop 
Slatlsllcally significant results. Fenwal noted that this will be difficult because there are no speclflc 
transfusion reaction results. ihey could go with historical rates and note if it is statistically Significant at 
each site: 10.000 at each site is a huge under taking, If at a rate 01 O.B%. FDA suggested considering a 
non-Inferiority study, not more than double the control. Fenwal eKplalned that they were looking at II as 
observational study: how many transfusions and not slate the sample size. 

FDA explaIned that It ts important 10 have a statlsllcally slgnlHcant sample size to derive meaningful 
results; a stalisUcal plan 5hould be included In the study. 

Fenwal confinned Ihat1heywant to use the sites' exfsting forms and they Will see If they add 'no reaction'. 
FDA conflnned Ihat they want a dala point for every transfusion that occurs, not only when a reaction 

accut9. FDA also conflrmed tha~ Fenwal UnderstoOd tha reporting requirements par FOAM. 

FDA staled that LI1ey expect to see tha reactIon rate per type and Fenwal expleined that this gets down to 
the symptoms and thaI they can't do stats on all of the symptoms and that this Ina-eases the complexity 
01 the study. Fenwal asked whelher they could propose no MEDRA coding (coding diclionaries ror coding 
AEs);just tlere are individual symptoms, verba~m. FDA thought this wes OK. 

Fenwal con finned that \hey don't have to have the details worked out, Just continue to negotiate w'dh the 
protocol and the approval letter would need to have some Infonna(jon: fiflal protocol submitted; estimated 
start and estimated duration 

FDA asked whether an evalualion would be done on shipped products. Fenwal staled that they are still 
working crullogistics, but that tho Shipments may be inlr.Jstate, licensure may be an issue. 

Fenwat lequested to hold a face-to-face meeting 10 diSC\lJls this further and FDA requested that a first 
draft protocol be proVided before this meeting. A face-Ie-face meeting CQu[d be held il really complox 
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Issue Brise, althougl1 if the t-cons progress we should be fine. 

PMC ··.~141;:'. 
FDA explained that the 2nd sb..ldy Is a PM commitment, of the . b(Il)' ..... ~ FDA will no1 be lOoking 

for a doubling, but that it Is nol more than 20% different 10 the contlol fOr b(4) .. : .... ::: ... ::::, ,: Fenwal 

confirmed. They dId look at the data across studies and saw 110 difference so they can consider the 

sample size. 

Fenwal asked what the Input is on multiplicity. FDA B>t:plained that there wasn't a statistician on the call. 

Fenwal will look Into this. 


The 510(k) should not be submitted unm the NDA slerilization Issue has been resolved. The 510(k) 

cannot be cleared without NDA approval but the NDA can be approved wHhoul 5l0(k) clearance, 

although the product would not be useful untillhe 510(k) was cleared. 


Fenwal confirmed thai ·b(4) Is higher In PAS and that if elt of the ractors are the same then the .. b(4) 

level is higher by the errount or PAS delivered. 
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