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Yvonne DIBartolo

FDA. explalned that FDAAA delails post marketing requirements for FDA approved drugs and devices
that it also established a formal process for whether a PM is juslilied and the type of the study; whether it
meets PMR. During internal discussion with Divislon and Office Direclors and also after discusslon with
the CBER Safely Working Group, the CBER SWG declded that a PMR, to track tha AEs, and a PMC, lo
track lhe :. b4 . would be required. Bolh the PMC and PMR studies will need meaningful
results and therefore wil need to have a conlrel arm.

Fenwal acknowledged this dacislen and discussed thelr lhoughts on how the AEs could be tracked and
how lo mange a conlrof arm. Fenwal explained that AE rates will differ from slte o site, depending on
their colleclion methodologres. It is difficult to develop a prospectivaly designed study. Fenwal suggested
looking at slte to site, under current reporling slructures: make a conversion of plalelsts in plasma to
platolets in InterSol, that would give lhem a control group {conseculiva at the slie} and It would not force
sltes to have a dual inventory., IRB approval would be required but an ICF would not be requirad. This
would not be dona at every slte, only at speclfic sltes {e.g. major oncology systems) thal have a good
reporting/ aclive surveillanca {ransfuslon system.

FDA inguired whether thls would be aclive reporiing with each transfusion; whather a form would be
completed afler each transfusion for both conlol and InterSol platelets.

Fenwal explained that many of these sites have an active surveillance in place and have thelr own forrns
hat get completed on the floor end each lime completed with an M.D. Fenwal recommended using the
siles’ own forms so that new terms would not have to be introduced. Fenwal dlarifled that thls form is not
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being completed for a 'no transfuslan reaction'. Fenwal can capture the number of transfusions, and the
number of reactions, when an AE occurs. FDA consldered this passive reporting; Fenwal stated that
these sites conslder this active reporting. FDA noted that a consistent forrn would provide consistency in
reporting. Fenwal explained that this is why lhey are only planning on working with sites that already have
aclive reporling; they are awere {hal not all places have aciive reporting; a iot of these sites are
accustomed to conducting elinical trials; they are accustomed to this [eve! of aclive parliclpalion. Fenwal
will provide these forms to FDA far revlew of what lhey are collecting lo pravide more assurence.

FDA asked how Fenwal would ensura reporting is aqual at each center.

Fenwal explained that there will be differences at centers so they waould like to look et the dala at each
sile, not poal the data together. Percent AE rates can vary: 2% AE rate down to 0.8% AE. The reason
for the differences is unknown at this ime. Fenwal noted that there Is appears to be a seasonal & month
to mpnth variation as well. )

The sites say that It is patignl dependent; [f someone reaels they will continue to reac!; different paris of
country/ seasonal. Therefore recommend evaluating this by slte.

FDA recommended that they start with the same terminology. Fenwal stated that there are multiple terms
but that it comes down to 'was thera a Iransfuslon reactlon or not, Fenwal explalned that the siles have a
lime period culoff; is It related 1o lransfuslon (e.g. within 6 hours). The MD will review charl to make
assessment of relaledness.

Fenwal suggested that Phase 1 sludy consist of platelets in plasma and then swilch te plasma in InterSol
and then recard in that graup. The time percd for each phase will depend on the sample siza. If they
collect for multiple months per phase this may balance oul variation between pallenls.

FDA reminded them that a slde by side comparisen will require a large enough sample size lo develop
slafistically signlficant resulls. Fenwal noted that thls will be difficuit because there are no speclflc
transfuslon reaction resulls. They could go with hislorical rates and note if it is statislically significant at
each site: 10,000 at each slte is @ huge under taking, If at a rale of 0.8%. FDA suggested considering a
non-inferfority study, notl more than double the contrgl, Fenwal exglalned that they were looking at It as
obsarvational study: how many transfusions and not stale the sample size,

FDA explalned that il [s important to have a stalistically significant sample size to derive meaningful
reaulls; a stalistlcal plan should be included in the study.

Fenwal confirmed that they want to use the sites’ exsting forms and they will see If they add ‘no reaction’.
FDA confirmed 1hat they want a data polnt for evary transfusion that ocours, not gnly when a reaction
oceurs. FDA elso confirmed that Fenwal underslood the reporting requirements per FDAAA.

FDA staled that lhey expecl to see lhe reactlon rate per type and Fenwal explained that this gets down to
the symptoms and that they can't do atals on &ll of the symploms and that this Increases the complexity
of the study. Fenwal asked whelher they could propose no MEDRA coding {coding diclionaries for coding
AE3); just here are indlvidual symploms, verbatim. FDA thought this was OK.

Fenwal confirmed that lhey don't have to have the datails worked out, Just continue ta negollate with the
prolocol and the approval letler would need to have some Informalion: final protocol submitted; estimated

start and estimaled duration

FDA asked whether an evalualion would be done on shipped produets. Fenwal stated that they are st
working out logistics, but that the shipments may be intrastate, Licensure may be anissue.

Fenwal requested lo hold a face-to-face mesting to discugs this further and FDA requested that a first
draft prolocal be provided before this meeting. A face-to-face meeling could ba held if really complex
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Issue arise, although if the 1-cons pragress we should be fine.

PMC - " btd) s "0

FDA explalned that the 2nd study is a PM commitment, ofthe . . bi). -~ FDA will not be lacking
for a doubling, but that it Is not more than 20% different to the control for = .~ " b(4).... . Femwal
confirmed. They did look at the data across sludles and saw no difference so they can conslder the
sample size.

Fenwal asked what the input is on multiplicity. FDA explained that there wasn't a statistician an the call.
Fenwal will look Into this,

The 510(k) should not be submitted unlil the NDA slerilization Issue has been resolved. The 510(k)
cannot be cleared without NDA approval but the NDA can be approved withoul 510(k) clearance,
although the product would not be useful unti the 510(k) was ¢leared.

Fenwal confirmed thal bi#)- Is higher In PAS and that if ell of the factors are the same then the b4y
level is higher by the amount of PAS delivered.
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