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63id, "I hawve a greup that looks at the adverss evant datz that some in. Ik ip N
ve—y frustrating not to bz able to say that I really know that thsse gvents axe

coincidgntal, [rhatl they are nct due to the vaceinma, I preally den't pave geced \\>
date to say that, snd I would like %o have these kinds of dath.v /

Eilenherg estimatad, for wxample, thak "sach yeax, 70-1Z0 childzer can he
expected ¢ die of pudden infaunt death syndrome within twe days of keing
vaccinated" baged solely on tha average rate of SIDS ancog Rmericen infants and
the rcheduling of vaccinetlons. Large vaccine safety trimls could praovids
nacepsary data to differentiate hetwsgn theege "hagkground" svants and rezctions
actually: ticd to vaceinatien, shs suggestad.

Ellenbarg told the DIA awxdiience thab a large vaceine gafeky txial could
elimizate the nesd for Pnage IV commitments.

"I think that the kind cf study I would have in mind would probably get mezrs
patientg than we do im m bypicpd Phase IV study, and I think that it would
regolve & lot of the igguse that make Fhase IV srudies oftea weguired," shs
Teparked. YIf you dld a big study in tha fixat plmee thet was very resssuring in
terms of safety, thar could really ¢ur time off the developent® of the
vaceine, Ellenberyg conbended.

"The othar adventage to [conducting trisla) prelicenping is that with )
vacaines, because of the public health implicatien, it i virtovally impogsibla \\\\
to do any kind of 2 placebos.controlled study after licensure. Once & vacclne is
lieensed, the Centere for Disease Centrol is going Lo say that everybody should

get i, and physicians are nekt going to be willing to nok havs children gst the //
vaceing, even if there are these remeining gussgtions.”

Ellenherg a2lgo told the DIR session that large, simple trials could be
valuable when the purpege of research is "to identify differences among
potential treasment strategies that are meaningful from a public health
Perspedtive bur are not likely vs he detectsble in swmaller trials." Fellaow
paneliss Gerald Faich, ¥D, Outcames Ragearch (orporaticn, similarly etressed the
statistical power of such trials, adding that they could be conducted inm a
manner which ie more repregentative of actusl physiclan and patisnt behavior
than & tightly controlled calinipal gtudy.

Faich argued that companieg d-gcussing & resiwarch provocel with FDA should
nct fesl ohliged to addé wll of the new requirements puggested by the agency. I
think FDR can add value tTo your protecel, and you eught to go in shere snd

asgoriate. Bubk I ehink there axe timep vou will need to stand your ground as
well, becauge the £slks at FDA are huzsn and have some favoyite thingas they
would like to gee srudisd too.r

At the game time, research protocols axve often overly complex dus to
misconceptionsg of egency expectations, ¥lilanbexg contended. "I have had pegple
cill ne up and say, 'We wanted to [run a resesxch protoeol!, but cur regulatory
people or our CRO or somebody taid the FDA isn't geing to let you do that, '®
Ellenberg ramarkad., 4Thogs vac absolutsly ne prebler with dolng what they wantad
ts &0, somebedy had deeided that FDA wouldn't mllow it, without anybody even
coming te telk to the FDA. Yas, there is certsinly a rizk char FDA will aszk you
to 49 more than you had planned tve do. But FDA may a2lsc cenfimm that you could
do lesq than somebsdy elsge was Lélling you thit you have to.f
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members agreed that use ¢f the veceirnsg in children for therapsukbic purpoges
rather than in a prsvancive situation changes the risk-bepefit ratio and iz
easlel LO SURRRYS. .-

A Merck repregentativse from the audience asked FDA's Snith for "wvery, vexy. N/
very cledyr guidznce on what [FDA] really meansz Xy dafsty teating for wvaadines.- \“f
Merck's Ken Browrn sald: "I hate to 28 ug go fown the sglippery slope of )
drug-style testing for gafety igsues,® and remarked that he thought the i1szaue of

safpry svaluations and FDOR'S expectations is "heading for digastsr" withouc /////

clear guidance for industry.

Smith respondad, "I think ong of the intents of the Points To Consider was to
give tne FDA and industry flexibiliny.! He said thar FDA is "vyery open o
digeussiones '3t thia time” and wants to pe as "flexible as porasible." He
encouraged Mergk Ressszch Labg (0 ¢onment <« the dodumeRrt ence it has heen
publighed.

gmirh =0ld ehe committes that Shere ars three different plasmid DNA vaccins
products in trials in four ssptxaze cliaileal studies, Committbes member Maxy Low
Clemens, MD, Jchag Hopkins University, who is doing clindesal trials in this
area, suggesred that her ssllesgues "kesp an open rind and approach this as we
would any other new technology.” She reconmended thar investigators "inforwm
wolunseers about the perential riske" and engage other investigators cdoing
studiaes "for aggistance on halping dsfine these theorsblical events!' that may
oocur .
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1ARGE, SIMPLE VALCINE SAPATY TRIALY COULD ILLUMINATE WHETHER ADVEREE IVENTS
are coineidentel and not vaccine-indused, CBER Divipion of Biostatlistice and \\\\
Epideminlogy Directer Susan Ellenbery, PhD, teld an Occ. 24 Drug Informaticn .
aggccliation meeting in Berhesds, MA, "This is my own proposal," Ellenberxg N
enphagizsd. "L+ L not anything that PDA ig about to go out mad requize you to /
dsa. Buf I zhink it is a uvseful thing we think abouc.”

Yoting that her division iz “very cemcerned about vaccine safetry,' Ellenvery
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