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of various 

t the en e day we wiJ1 a-v-e a few 

wishes us to 

~u~~e~t on. 

so, 

ant to e ~~~~ittee to issel 

nd to th ubJic * 

Oh, T"m sorry, erly, 

SF3 cad * 

MS * ~O~~~R: This is the co 

interest st~t~~~~t* T 

issue 

tin is made rt 0 the record to reclud 

at t ~~et~~~ * 

ased 0 the 

inf ation rovi the 

~eter~i~e~ that a ported inter 

y the Center or DDru luation and 

esearc resent ~0 otential for a ~o~~~~~t of 

interest at thi meetin ith the 

ince the issues to be di 
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loyee of the ationa ~~stit~te~ of 

ealth, has received a waiver from his ~~st~t~t~~~ 

aj_iowing him to articipate in todayf 

ayne off ~rQ~ ~a~sse~ 

artin 

ar in meet in as industry 

actin on 

in try. the ave not een screener for 

interest * 

ect ta FDA" invited guests and 

guest speakers f Charles 
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arc2 award a the nee 

t selves from such involve ent, and their ~x~~~s~~~~ 

Sk, i interest of 

any current cx revi 1 i~te~e~t~ wit any 

fir 

The next thing is, ave a 

on hooked in 

eak dire;ctly into the ~~~~~~ 

ve thi not m 

your voice. ctly in* 

hank you. 

c * * ank you8 Ki 

to do now i i~tr~~~~~ 

for t 0 se 

icate your name and and if we 

cou.ld start with ayne over here in the corner an 

around, please. 
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ay I have the ext slide? 

trie develo 

a an aftert~u~~~t to adult drug dev ent . There 

are typically re-clinical studies which le 

tudies an then would follow with 



anticipate SUCGeSS I Sa two other a 

One was a section of the Md Drug 

tion Act of 

infective 

thi infective 

which we will not iscuss furt I just ta 

ce ayQ3 discus ~u~text r a~~~w~ an 

exte~siQ~ of six ~~~t~~ to the exc~~~~~~ty~ w~~t~~~ it 

is atent or some ot ex~l~sivityr to a 

CQ any I It has been a wand 

iatric rese 

x-e i etwee~ the 

t It is a vQ~~~tary 

rot en ~e~e~~i~~ a 

as we hav 

usse licl, eviousl r it canbe a roac bY 

se 

e hav issue 

r 20 written re 

have studies alrea 

hly SuCCeSS effort an the 

bich there are over 200 
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written re 

th are over 40 that have een ranted 

exclusivity exte~siQ~s. 

In a 

there r a mandate 

is the 1998 iatrie 

must e done if t 

ce or wi read use are 

rms are e ine in the 

Te to the re 

at we examine 
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en the rul.e aPaY * hat 

w like to examine tQ~ay is, how S~Q~l 

th. ule? 50 the eneral ittee 

trigger the rule 

QW skou r99f3 rule b 

a~~~~~~~ hich we woul 

li you tu a ress urin 

1 WQ~l like conclu Wit ome 

ux ike tu, 

our iViSiU~ 

WhO 

iatric ieldsf a 

me xem ry an ~~~~ta~~~~~ in 

VC? ent of for 

I. oul Is0 like to QMe 

m articul. fox 

meeting as observ 

i~~atti ram 

t uru icinal Eva I 

ne ieu oue frQ~ t 

es Produits de Sa 

c 
x: 2 



2 

24 

tames out in the transcri 

but not least, I wante 

WhO the 

ing onto a 

cxrse an as een and 

use of er 

art icular 

ensitivit at we aU. reciate e 0 we track yau, 

Ki erly - 

c : ~teve~r I also do want 

t 0 same of the ~~~~e~t that you e that I 

ersun e of the ta 

Q tric 

so I also want to 

af 

the Agemzy have to t revival of interest in his 

area that I think ulti tely will 

patients and clinic 
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ith that, T w nt to go ahea and dicate 

e TV an open lit 

t wishes to ddress th 

I invite y 

~i~rQ~~~~e here in the diddle of th ~QQ~ * 

i ntify yoursel tion QT an 

licf of interest. so I now offer t 

re 

s . . 

t ho wis 

oint 0 and 

ric Kudi from rh Ethics better for 

will a 

Eric? 

r there ax-e some 

ve in front of you. 

R. Goo ~Qr~i~~ * Thank you. 

ice to see you a 

thank you to t ecfiall 

me here* 
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I am really 

with some cussion of et 

le to start a 

x-e we haul start * y remarks to be 

div into four par I am oin to tal t the 

i~~i~~ about SOM sic rinci of tric 

QU from 

cial ethical 

e. 

of r in its vi 

est ren x-e both vulnera 

and sy olic 0 our egacy. Thi 

s a lot of what we need to t out w WE2 

0 I it I 

The next ShOW f 



nce of the ot rinciples. Jw3t ice r for 

often ~ve~l~~k~~ when we 

are here today, whiczh is, in my view, to i-v-e voice to 

x-en who are a ~t~~a~~y avocal au ience. We 

long een left 

hen we think a we need 

to and 

collective be~efi~e~~e~ en I 

e~efi~e~~erFF I mean or t-h M or 

of all. 

tJe bit of w 

thiers weep 

ediatric et 
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it is 

co ent a ein really the 50 tha 

co nt a~~~t~ can make t 

iffere~t because 

I think needs to e 

rinciple r an The 

t interests of t irst an 

iatric ethics r 

ue in ~~~~a~~~ ethics for chil. 

The next the e~~etry of 

s a little 

other hat you ee in thi 

view that wit the iL.3 at the to 

t quite 

tri alar set Q ations betwe arents and 

For our ant t:o 

2.7 xi t for 

I t oivl 

i trials i 

~t~~at~~~, and arent art of 

t 0 we wife refer ack to 

e as my tal 
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the ~e~i~iQ~~a~er tries to ut th ves in 

the shoes of the child and make a ecision base 

WOUl to a t 

~at~~~at~~~~ 

risks and benefits for the 

is mar 

This i just tc3 ay tha ere are t 

ays of ~e~i~i~~~ on 

behal ctic we u a 

Q even 

f you in the 

ren with cancer c 

ly x-e v-e care 

YOU art 

Q at you were thi 8 with Qw that 

chil 

That is 

m a ent art of eci as 

t mar etac clinical 

which is over her 

So I alluded a finite 0 to 

the child, an i~~Qr~e~ ~Q~~e~t 



ediatrics is reall_y inatio 

assent to the chil in case 

c is 01 to assent I It is i ortant to 

that Ear m n with sta 

be involve in t I an then you ax-e Ieft w~t~~~t 

this ortant uation, 

rha i 

artant issue, an I will ta about that in the 

re are two 

v-e; x=-en 

assert also: a clinical initial a a 

The clinic a 

Eram emy’s 

~~~~ittee~ and the eleme 

the ature 

s to ~QW what to expect with 

~~~at~~~t~ -- this i clinical - - 
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r there is ~2-2. ressure to 

assert f and, inally, sol_iciting an 

Sian af t chil 

Before you 0 to th 

want to is asterisk, the next lid 

clinical c ntext we nee t:o note 

atient;"s view 

them 

hen child will have 0 reeeiv 

atient shoul 

to1 ul not 

act # ave th 

context a chil 

The next sli 

of assent from t it is a 

researc ere failure 

nstrued as as 

e the 



ifference tween assent i inical conte 

earth cantext + 

context i le to overri 

ehil. sQ~eti~es. x the research context Z"m nat 

ite sure it ever is. 

ext 5 researc is 

rogatory; tional thing. 

issent shoul 

xt, but not t e clinical conte 

e veto cxr a three oral actors, a 

For 

I think, t er t 

ically justi the study is if ssent i 

No ny of you ar king 8 

11, w t about a ere t f s over1 

ee researc clinic those 

it~at~Q~s exis In 

e rea ~estiQ~ gets to 

what ar oint 

in time? e will at a little it later i 

the talk 
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This is alk, 

oin hare with you some that we 

have een collectin Wit from the ional 

3 trials for 

nosed patient this is our most 

e in e ha-v een 

really grate ul to the NCI: f 

~~~se~t in 

Qi to hare a littl at is a hu 

iota in the 

recess for ~~i~~~e~ that are r 

t 

een i~te~viewi~ 

from ~~~~~~~a~s~ ere"s w e found in 

The tria2. is -6?X 

at, with ri us codi rules 

that I worn?. 0 into t ~~i~i~ia~s are 

detail. any parents 0 Il.0 
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out t clinical trial. ha 

that it is even a choice ~~et~~~ OY not 

out 32 percent of 

on"t rstan rirk8t af 

is a pretty 

s le. tY ercent af 

t their chil, to receive 

i~Q~ities a Qwer socia 

ition re at greatest ri 

and they as fewer ~estiQ~s durin 

I will S~QW Q-u SOMe a abcmt tha 

It is i ortant for t ote 

t 

context I ut 1 think thi is a very s 

tern for the Phase II wi ere ave 

newly-pi osed c ren * e reason it 

to the rela 

an Y that 

oint . 

ext lide. Cne of the i~te~esti~ 

i st rdized vali 
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ecision that we have 

a te for pediatrics. 

ult context, an ecision ChQiC 

that parent e in the int ws that we 0 wit 

them after the ~~~se~t rcx2ess I rangin from u, ere 

actor gets ta m 

et t ~iSiQ~S~ in the mi le is 

tely sh nd then there ar 

* an 0. ith ut 

sis to mure em asis to 

ere w 

ue that we9 0 talk UC aY* 

The next a from 0-u;~ 10 

rents, the No. 

1 chuice, of ~u~rse~ i co te 

t t oint out is ta 

era er ave a little mare 

t onJ.y ane ent out 0 QUrr 10 

I IF I t to make t this 

is a context where p rents really fram 

m 
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hysici nur 

bar 

ext nu r of 

tion ala, a W we foun ix-2 the lrs of 

tions that are~ts aske urin infor ~Q~se~t 

eviation; that 

is, we ave 

ocial class. 

nce I 

ass; this i nd 

ere is a real 

Mt. also an overall in th 

~estiQ~ 

an you * 

that 

at the log of arent ~~~sti~~s to ~arruw that 

we on that 

that sh s a very si icant em-ease in the nu 

of s for aILL cases a oes 

arents asking ~~est~~~s is a sy 01, but 

X: 
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ortant way of ettin infor tion ur the 

parents. So 1 think ~~esti~~-a king is a key 

variabl l and we will e louking i he future at 

er of at 

T ex all the ata I 

Waite oing lx.2 et ~QW to 

e ~u~~e~ts on r 

iatric thics has 

mental. ure if on 

tak. t pt is that th 

~Q~se~t of the 

es ntial., 

ve legal capaci 

s~uws r 

the ~swer is, no, we 

can92 adhere to ure I roup 

an eds tu be, yes, an 

then t a 

rotecte 

he next slide uws three wa hat we 

can do this. e ct th 

Nure erg and sti ediatric x-e e can use 



e Gdn i~vulve ~~il~~e~ in the ~e~isi~~~ 

is assent, nd we can 

Th most ~~~~u~ way 

least is I a~~~Qva1. a not edi 

but 

ar that those sorts 

ocietal 

ncies lik oci 1 pro etion, an 

ective way 0 tW0 

mean that t 

ma ese 

t lide a So ~uw do ERB" s laak at 

ell, 

I x-t 0 fe ires 

that ve ional 

children w ies rxe to all 

intu one 0 four ~at~~~~~es i er fcz3r SRB'S to 



even the ability to a rove 

Ghil falls into cme of 

ese four cate protoco s, 1 hould 

but those of you w 

~Qr~s to I 0~ nee 

of one of these axes + 

x thin 

t t is he key ca Qq5 

greater than ~~~i~a~ ri ut has the 

irect enefit to t 

-y * re rc 

ject, if 

atio i ual to the 

~t~~~at~~es -- a I a~t~~~~t~~es i a key -- an 

J ~er~issi~~ an 

I just w t to oint out the benefit to 

the e s 

3Ci.S search eth alway to the 

but benefit fexent 

s 0 enefit il 

enefits can be ad toge er to justify the risk, 

2 5 
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are limited to 

ject, but other fits ma i~~l~~e thos 

c>ther atients, to society. or exa 

ild life-years hat are save 

i en you add u the fits f our 

thera its to in-v sti~at~~s 

re i at day accrue in 

t ies * Q in 

out these e~efits i ar ing to 

fol 

his i ost 

lide in m talk, and i is day t 

but I think about 

iS the 

enefit ~t~e~s. 

~~~selves ever t w~e~e this 

of t teeter-tutte~ is ettin 

heavier than this, an hiid 

most ~~~~~ta~t ture I then 

I ink we ar ettin 0 if I coul 

~~~~~se a line that we ht not t is the 
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The next slide. is is part flsur of the 

hich ets to some of the specific issues in 

eve1 ental. thera 

in and in chil. 

there exi rQversy aver ther intent ~ 

I bin that most 0 the velu utics 

~~~~~~~ty trujly has t e~a~e~ti~ intent. 

most racticing 0 s hav eut ic intent 

hen they eliver th in a ~Q~v~~t~~~a~ P 

here ar ers f helical 

ts out ther ute 

e any thera n th 

for fit is 5 use sort of 

I think that e ar 

J (; in ethics I 

difficult to It is to 

evaluate 0 I avoi is 

y movin sway from it, 

one we want to move sway 

rience e here is 

that of you know, 40 wher ~~~~e~s~~at~ 
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erience is aXlowed to testify ~esea~~~ a minor 

increase over ~~~i~a~ risk if there is no respect Q 

enefit to the su 

ut you nee be ~~~~e~sa~t ith this 

1192 really 

ere i 

sort of thin 

that is, 

enefit tu the child. It is no a va 

0 t-hat 

it is okay to un If 

uite 

rute~t c x-en 

il 

i the r atar 

re a fini 

nee t be ore than 

me I t~i~~ strate the reasons 

ers an at 5 

ercent or 10 ercent isn" t enefit i 

enefits 
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at t 

ish cited a ealt and 



nother trian le that is often stated in t 

research. There" s the ris the 

fit, IdeaTly, ose are all 

in the same erson, but in 

n taken ut in a 

I enefit 

et en out r too* 0 the child 

a left only ith the risk, 

I would li e to ask you if you couZ 

~~~~e~t at any time urin 

iscussi t 

e re loo at a eutic 

ess w naw ut t risk 

W ive us 

ante as to how we mig icult 

xamini ? 

k ris nd hen it both 

ne t0 e in the equ Q 

a roach one nee s to -- and w en I say '"one # 11 1 beam 

ers an aren an the lder s ..,..%.. 

n s to "rake in the 



tor of that e if you ill. 

fact that the potential enefit to t 

an ~~~~~~~ to be factored into the 

ecision. 

I: an a 

ri Wit~Q~t jtooki to 

c ing 

-- an 

t i where it ets tric tantive 

-- benefits in 

some sense can. only be y that 62hilA an their 

family, because they are uni 

or investi ators CJet to ma 

j ect ive thin a I it i 

“CW art 

currently use is ri nd sequence i 

That is, 93 have to a prove this first 



ore it ets to parent 

on. 

I Waite ent 

ethics 

clinicians f x think we ~~QW 

that ren i 

ropri hatever is 

nin to them, inc 

si effects, what the 

een a stru gle for al us who ve ever een i 

t Jition. 

I: hav 

t re ny more ban 

or that * ink that is reall. 

caL level or 

on a ~at~~~a~ level. as made it a 

lit2 bit easier, 

8 well 

a ut culturally there re sore 

what i on with 



their chi ren * ave ~Q~~~ that throu 12 the years 

that that has been an issue that we work wit 

barrier. 

ant to co 

with haspic I thin that that i 

T don"t kno how to overcome hat 

arrier, ut I: have oun that ~a~y has 

ill not e hospice progra 

ey are 

t t"s to t ami ly 

1 y are on any 

y canft, not 

s 

to o your ~o~~wu~k first, o 
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be sure that has i real 

ossibility 

Again, e nee tu advocate as a 

c~~~~~ity of pediatric oncolo 

justices eed to than e these rules. I ttd.nk ~a~~ aE 

the situations are adult e 

mar iatric are tY 

Wit ren ettin ti- 

ortive car 

GO0 * * e ust in 

ram my point 0 in terms of t 

ter for ospice, 

failing or i 

t really to here rnativ 

care ccwers a big 

m ht, or hospice 

; oint well t 

Mr* 

a 

Thank you * 



sk a sort of 

won"t necessarily reveal 

f but I jrrst wante 

s. x will ose it 5 : How can you sa 

at it is ever -- no, I 0 sa ~~~ver~~ - - 

r mcxe ethical to i-V-E? 

y in a clinical. to an 

ent in a 23x3 

I mean, the a~t~r~~t~v~~ one a~t~~~~t~v~ 

YOU ft. actua licitly write t exe -- you h 

t hospice a -I as 

y that, in f never 

t aY* een 

he ecaus it wa 

2x2 to aunt i 

0 I woul 0 -- I mean, t 

OlfkA3-l on. in adu3.t 

'"ItiS Si ive th. 

ent tc.2 all of my ut I have 

When I want t iv-e it 

so I woul like you to ~~~~~~t on t 

. 
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ecause you focus on t s of research, [but, of 

there are risks of ~~~ca~ 

setting, in the absence of researcZl s well. 

Yes, I think the 

you f re etting at # res~~~ses~ 

u sort of t the way the ~esti~~ was 

t l2-l e that t II 

R. e * I J you my side. 

to 

mQre rovocative 

c we ought to s hat into. 

clinical trial Lists swer to the uestion. 

1 think t e other an 

and the conce Y my 

ohn Lantos f about ~~~~~to~~~y ~~s~~~~~~ 

an thi the idea that 

c ren are ben in clinical 

that Dr. 

zings like that, ave written that say that 

t kids i 

t0 e part af th e consent process. 
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I for that in 

base e the dat s~uwe 

you for ~~~k~~~a~ ut r: think in t I s~t~~~g~ 

et mare and mar in ~~~~ s it 

come safer to be in t arch context 

less safe to e in the clinical context* 

I think that the ot y issue to taJ. 

a ut fiere is I t t i ein 

er it is i 

cli~ica context, in ~a~ h es of e, 

D very nice 

talk. I just ad one 

as to 0 with, 

t? ines, it 

i when it is appra How Qne 

ask. In 

e~iatric 

hits where are 

S la0 at SOMe of t eriatric 

literat~ref hit s look t 

CO 

2 7-2 x: 



hey”re ten, f 

aut the har e range e on sort of 

accelerake 

ecision ~ri~ari~ ut c=>thers, 

thei isease rel ses f they 

s e on it I t 

i utting re at~~y 

eci its on it. any IRBf s, rou the 

country now are gettin More reactive in r uirin 

EiSSent ores f which is a very i resting ove ix-l 
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etter than you ju 

that the 18t irt en all. 

of a wake as if an epi as 

c3ccZlrr an eyYre an a on”t ive 

ildren the a ity to develo 

ca city, e are not 

* . 

c ents. The t 

a t n rea t t we a 

Q~cu~u~ist 

becoming increasin 



~e~efit ta th 

orient of research is, in fact, of 

no irect demerit to the c 

8 I: thick it i ar-cut 

that a sinister an inve rugf it 

is with th efit to the child. 

uwever # when we ob 

re is no direct nefit Q th ChiLd 1 

ink we ake it 

clear in P se Ia Qfte~ti~es we resent stu s as a 

acka I to a il.y. I t ave to be muc 

ccl rer, '"These ax- the tests that axe 

i is a drug an 

the risk that we t f-3 UE irect 

enefit a 

learn that in most circ~~sta~~es are mini 

minor increase eve ut that are truly 

research co irect 



1; that you on"t have to sit here for a 

an n, 

avi that, in 

erience of other n want to 

other c~i~~re~* an are 

experience in a rando ized triaL m 

di nt * what arm t Q on, 

t y're goin 



J Yes * I thick it is i ain 

un"t think in that ~i~~~~st~~~~ 

necessarily that t sent should n 

if a c QE?-sn 8 t ssent to 0 onta a 

trial, Gwen it is an u front trial a rus~ect Q 

cure # ink it is t arents" consent that will 

day, ave to f well, 

Deere his; we"re oing 

fur ~~ase III: 

trial, it23 MOT f as Victor sai 

mare of an an ta a~s~e~ 

Phase I stu y I: think ass act* carries lot 

MQre wei an in ~a~y ~~r~~~sta~~~s a c a ent 

may overrule a 

. very intere 

ents. 

I am t to the second art of 

y~~~ c~~~e~ts first ay t it i in the 

best interest af t e child to treat~~~t I 

oin ack tu the C Green case t t many Q YOU 

will rem? er from 20 or 30 year I t~i~k that 



e 0 hav a clinical ob ation to act in the r;Stl 

rest of the c-A-xi.1 at override a~~~~~ I 

For stan y for ALL, I ~~~~k w 

ne to be very careful wit the 

d Glinical trial. 

tweet fur ki a athr;tic ta the oint of 

is the 

ildren with. cam 

~~~s~~a~~y~ I but # a 

matter af as a matter he a 

riety or con trick my 

e woul to se ay that,, i 

a c sen i~atiu~ -- kt/ it is 

r-old who un 

at93 what I ~a~t.~~ e nee 

X don"t think it is a e loss to the 

research enter interest of r 

c 1: thin it is a matter 0 ct for 

tha 

0 exits you e 
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art of your re is idea is 

referred to as 

issues by I r s sometimes * 

gs are bun 

it is best t try t 

them I 

t non- 

is 61 

an extr 

ut if you are talkin 

r it is an er 0 

er, an the risk nee Q be a key 

ther terns 

you sai e kids t~e~selvesr thin at w 

1.3 for those chii 

t k, as you sai 

e t to 

them to say, 

the 

in a wa that 

153. rather 

data, L;t wasn't cleau: from th id you ask any of 
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desig s such that w ut we 

on't hav -- we have Q rvatio of ~~i~~re~ urin 

the time that t ey are in t sorts 

of that t their 

arents, ut we havenft inte s. 

* : ut it i oine 

far e ar to 

It woul very nice to know w 

ren are under at alit 

evelo 
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you need from 0-u 

he f 

bat if she ies rn iii 

S side 

~La~g~ter~ f it oes illustrate a ood oint * t 

ill~strat~ that ~~~t~~~ty oint 
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