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Ca13 to Order and latroductioa 

DR. 1~3 like to thank 

everyone for coming this earning. We're going to 

e ~ntr~d~~t~~n of the committee. Go 

the rude and introduce yourselves and where 

you' re rum. Mr. Qhye I would you like to start 

. b-e I naminee Ear 

industry ~e~rese~tat~ve~ 

ruce medical 

n~vers~ty of ichigan edical Center. 

DR. icaJ oncologist, 

S. ~~R~A~: SaLLie ~~~~a~, patient 

rese~tat~ve. 

. ain, edical 

R. 

~~~stat~st~~ university icak Center. 

rampa, Flori 

+ LIPP 

Zancer Center. 
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R. ~~~~R~A~~: Nartine Extermann, medical 

~n~Ul~gy for the ~n~ve~s~ty of Sout Florida. 

SLEDGE: George Sledge, medical 

oncologist, Indiana niversity. 

DR. Stacy Nerenstone, me 

Hospital, Hartford. 

are Somers, executive 

secretary ta the corn FDA. 

. Sarah Taylor, medical 

university of ansas, ansas City. 

. K: rook, medical oncalo 

3 ut ember of CCPG Disease ~~n~t~~~~~ 

~~~~~ttee. 

DR. Otis rawley, edical 

xxxA.ogist, berry niversity in Atlanta. 

. Chris Takimoto, medical 

3nco ist, ~~~ve~s~ty 0 Texas ealt Science 

ter at San Antonio. 

DR. n. Carpenter, edical 

sncologist ‘ ~n~v 

~~A~~~~~ Doug ~~ay~~y, medica 

~n~~l~g~st 8 hire ~~~~~Q edfcal Grou 

ani Chico, ical 
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DR. GRIEBEL: f>onna Griebeil., FDA. 

DR. PAZDUR: Richard Pazdur, division 

director, FDA. 

CoafP%ct of xatr;est: statement 

S. The following a~~~~~~e~e~t 

addresses the issue of conflict of interest with 

is ~eet~~~ an is made a part of the 

rechde even the appearance of such at 

this meeting. ased on t e s~~~~tted agenda and 

~~f~~~at~~n provided y the partici ants the agency 

has d~te~~~ that all re orted interests in firms 

regulate by the Center fur Dru vahation and 

Xesearch resent no ~t~~t~a~ for a confLict 0 

interest at t is neetin with the following 

ante with J, 

ted to Dou N-v, 

YII.D.; Steven Georg h.D.; Scott Lip 

In add~t~~~, Dr. Blayney 

ranted a carved under 505 

Drug A 

ermit im to vote on matters ~~n~ern~~ 

layne wou2.d like to disclase that 

he awns stock value ~~~~~~ in the 

firm that has a ~~a~~~a~ interest in a ~~~~et~~~ 

firm. y af these waiver state ents may 

~~~~E~ ~~~U~T~~G C~~P~Y~ INC. 
735 8th Street, S.E. 

~a~~~~~t~~, Lz.c. ~~~~3-~~~~ 
(202) 546-6666 
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tained by s~b~~tt~ng a written request to the 

agene 's Freedom of Information Office, Room 12 

of the Parklawn Building. In addition Stacy 

renstone, M.D.; James Krosk, .f).; Chris 

Takimotc., and Steven George, Ph.D. ave 

interests w ich do not constitute financial 

knterest in the a~t~c~~ar matter within the 

beaning of 1 SC Section 208 but which could 

x-eate the appearance of a confJict, The agency 

te~~ined ~~t~ithsta~d~~g t ese interests that 

zhe interest of the g~ve~n~~~t in their 

?art~c~pat~Q~ outwei hs the ccmcern that the 

integrity af the agency"s programs and o 

It e questio Therefore, r. ~e~e~st~~e, Dr, 

~a~~~~~~ a e may participate ful. 

ssions an vote concernin Camptosar. 

Kraok is er~itted to participate in the 

cxxnmitteefs isc~ssi~n, uwever, e is scolded 

vote ~~~ce~~~~g ~a~pt~sar. LastAy, avid 

participating in all 

natters ~~~~e~~~~ Albany as ~a~p~~sar. e would 

e to note for the reccx that George 0 

is meetin as an in try 

representative actk-k on behalf of ~~g~~ated 

i~d~Stry~ as not been screened for any 

~~~~E~ ~E~~~T~~G ~~~~~~~ INC. 
735 8th street, S.E% 

~as~~~gt~~~ I).c. 2~~Q~-2~~2 
f2Q2f ~46-6666 



8 
confJicts of interest. Xn the event that the 

involve any other products or firms not 

y on the agen a for which FDA participants 

have a f~~a~~~a~ interest, the articipants are 

aware of the need to exclude themselves fram such 

~~v~~verne~t and exclusion will, e nated for the 

with respect to aXX other participants we 

e interest 0 fairness that they address 

my ~urre~t or revi~us f~~anc~a~ invu~vement wit 

any fir ose product t ey may wish to ~~rnme~t 

~t~~~a~~y, 1 would Iii e to note for t 

recor agai that our consumer representative, Dr. 

Sody Pelusi had to cancel her participation in this 

neetin inute. There was no time to 

train a re ~a~erne~t for her. We are, 

f~~t~~ate to ave SaILi Forman as 0 

patient re rese~tat~v rovide that 

ti~na~~y, X9-e een 

to remind every lease speak 

ikirectl int your microp 0 that we can et a 

OQ reecx 

nseriber. an ycm. 

REN a c e turn now to the 0 

earin portion 0 his orning" s 

ures- MEL Pamel cAllister, lease? 
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Open PubZic Hearing 
s. ~A~~~S~E~~ Good morning. X am 

Pamela cAU.ister. I'm a devefopmental. and 

cellular biologist. And before I begin E would 

like to thank the Cancer Researc Foundation of 

America whose assistance has allowed me to be here 

The death of my brother to colon cancer at 

46 an my own iagnosis inspired me to 

he1 Qth~rs as a result of which 7: ave become 

natively e~~a~@d in assisting others with large 

uawel cancers. I am currently t e chair of the 

ooard of t e Colorect 1 Cancer N a patient 

advocate ~rga~i~at~~~ made up of those whose lives 

have bee ed in sQme way y large bowel 

zancer, also serve in a variety of ot er groups 

3s a atient advocate inclu CCTG and C 

a was one of the fu~~de~s of t e colon cancer 

CH.iance. The ~~~~~t~~a ohs r~girn~~ 

le and is not clear ta me 

ere has been a demonstrate increase in t 

earl. th. ith a~pr~p~~ate patient 

believe the re 

zan safe1 ted ~ol~re~tal 

r=ancer ~~~e~d~~g life while maintaining uality of 

life. 1 a decision is made to change the 

~1~~~~ ~~FU~~~N~ ~~~~~Y, 3NC. 
735 8th street, S.E. 

~as~~~gto~~ D.C. 2OcfO3-2802 
(202) ~46-6666 
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mendations in t:he use of irinoteCan with 5- 

~~@~~~V~~~~~ favoring the use of an infusional. 

regimen this change should be based on sound 

evidence that sucfi. a change is necessary. The 

affect on C~~~uRity hysicians who currently are 

~~~ustu~e to the bolus regimen is of critical 

~~v~~t~e~~ss, the potential added 

expense and ifficu2.ty of ad~~~istrati~~ of the 

~~~i~~a~ ~~f~s~~~a~ regi en is certainly desirable 

if a clear advantage in either safety cx efficacy 

E?xists. x no such a tage is de~~~st~ated, it 

?%?c?u4. seem remature to alter t at which has been 

xed s~~cessf~~~y Ear sume time. CertainZy a 

e to a ~egi~~~ such as a reduced beginnin 

lose as has een ~r~~os~d far the SaZtz +fZllUS 

inen for which efficacy dat is not available 

soul see less esirable t an a switch to a 

imen wK.c has already een shows to 

3afe and effective, that is the 

~~f~s~~~a~ regi sence of clear 

ence of safet bl.ems with t e c~~~e~t~y used 

3alXz bolu en t roach from the 

gmint of vie ta leave the 

z@kxi as to the roach as to the ~eg~~e~ to 

me u atients in c~Rs~~tati~R wit their 

~~~~~~~~~ CQM 
735 8th street, S.E. 

~~~~~~~t~~~ Tz.c. 2~~~~-2~~2 
(2021 546-6666 



physicians. Having a variety of treatment ~pt~~~~ 

is ~~po~ta~t for patients. Thus, I urge you to 

maintain this i~~~~ta~t advance in the treatment of 

calorectal cancer and to change current practice 

snLy if a clear problem with tkre bolus regimen is 

de~~~st~ated. Thank you for your time and your 

DR. Thank yau very much. 

Sarbara Price? 

We"lZ go on t Our next speaker, Mr. 

3- illis I 

R. I'm Sack WillAs, I'm 83 

fears of age. 1% a coJoreetal cancer survivor who 

#as treated with Camptosar and X"m pleased to 

2er out my battle wit 

After civil a relative 

Toad life 1 ecam in 2997 and was d~ag~Qse 

ait ~~~~~e~ta~ Cd mediate SUT 

the cancer ut ~~f~rt~~ate~y it 

~etastas~~~d to 

Y actor then gest art 

in a cJinica7, trial ram at UCLA invoZvin 

Ja t~sar to agreed elapse I oped it 

night be n ~~p~~ve~e~t over the standard 

l,e at that time, The followi 

~~~~E~ ~~~~~~~~~ C~~~~~~ LNC. 
735 8th street, S-E. 

~~~~~~~tu~, D.G. 2~~~3~28~2 
(202) 546-6666 
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weeks of treatment showed it was a wise choice 

since the large lesion on my liver was 

substantially reduced and to such an extent t 

surgical procedure was possible to remove it. 

I am now cancer free and have been able to 

return to a normal life including enjoying 

traveling, taking my grandchildren to asketball 

games and my aily jog. It has een almost five 

years now since J Learned I had cancer and began 

~~eatme~t wit ~ampt~sar. I am abs~~~t~~y positive 

tha ptosar created the ~~p~~t~~ity for my 

eration and ~ve~t~a~ survival. As a five-year 

zancer survivor I can say t have benefited 

greatly from Campt~sa~ treatments 

I: ope you wi.U ~0 y experience as 

JOU evaluate the future of this i ~rtant treatment 

tion for calorectaf. cancer I felt 

~~mpel~e to travel across he country to ere 

xday to to inside that this treatment 

available to 0 may nee it a 

ey face the real_ity of a cancer CJl-KG%iS. 

Tavin treatment 0 iZabLe when facing a 

nosis of ca cer is very imp~~~a~t. Than YOU 

EOXY OUT: time and attesting. 

R. blank you very muc 

~r~~~~ ~~~~~~r~G COMP $ nw. 
735 8th Street, S.E. 

~~~~~~ytu~, a,c. 2~Q~~-2~~2 
(202) 546-6666 
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WirZ3.is. For the reuxd would yau just for our 

isclosure pur would you just comment on any 

economic support you may have from a Pharmacia and 

~~~oh~~ 

R. WILLIS: Yes * Pharmacia paid my way 

cwer here from California and hotel accommodations, 

DR* NER Thank you very Mach* 

Kevin Lewis? ‘We have two letters that are 

3vai.iab.l.e at t e front desk. 

MS. ctually t ere are four 

letters now, There ave een same coming in. The 

bers of t e committee all have the copies of t 

letter rom Peter Goyton arad from Cancer Research 

?aundation of American- We also have received a 

Eax from t ationa;l. Cancer 

erative Croups t at arrived late onday and one 

Eram SC3 ody whose si ~at~re is i~legi~~e that 

xrived here at the meets Xfll lace all, of 

these letters out in the beak at t e iRf~rmati~R 

esk or people who want to see them, 

interest of ti e we're not oing to rea tkrem. 

t e now turn to the 

~reseRtat~un the Cam tosar injection by p armacia & 

jahn ~~rn~a~y~ ed with the S-FU/Leucovorin 
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and the Saltz regimen which is approved fur the 

first-Line treatment of patients with metastatic 

colorectal cancerc discussion of ost-marketing 

safety issues. The sponsor Pharmacia & Upjohn will. 

now open our discussion. 

Sponsor Presentation fPhEtrmacia lIic Upjohn Company] 

Da* ILLER: Thank you. Good rn~~~~~g. 

name is on Mi11.er and Pm here today 

res~~t~~g ~~c~~~gy drug development at 

Pharmacia. We wau3.d like to share with you today 

important efficacy an safety information regarding 

combination therapy with ~amptosar, also known as 

irinotecan or CPT-41, given together with S- 

~~~~r~~raci~ an Leucovorin for the first-line 

therapy of etastatic colorectal. cancer. 

1x3. April, 0 the combination received 

rovaZ because it demonstrated consistent 

survival enefits over t revious referenced 

standard 5-~~/l~~~~v~ri~ in two Xar 

One year later in 

April, 2002, a r wi prea option of first- 

3A.n i~atio~ tkhera y for metastatic disease 

without evi ent safety rabJems ~o~~er~e~ was 

raised about an early mortality rate with an 

regimen of CPT-Il., 5-FU/leucovorin in the 
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control arm of a cooperative group study. An 

apparent increase in early deaths was suggested. 

The word apparent is stressed because as we wi1.l 

show you later the ereeption of increased 

mortality was based on what in retrospect was an 

~~f~~t~~ate and premature c~~~ar~s~~ of two 

r types of morta.lity rates. 

In order to provide you with perspective 

ing these events we hape to accomplish 

several 0 s in this morning53 presentation. 

First f we will su ertinent ~a~kg~au~~ an 

tian data. Second, we lan to describe tkre 

nortality concerns t at have been raised regarding 

~311~s use of CP ~-~~/leucovor~~ in cooperative 

pwup studies e ape to 

cx.mczern into context or you* Finally, we wish to 

iiescribe t e rat:ional for ~har~a~~a~s roposals to 

strengt the a~~tos~~ linkage insert so that we 

Jan c~~t~~~~ to ducate ~~ys~c~~ s in the safest 

use of CP ~-~~/leucovQr~~ t erapy in clinical 

ractice. 

e will review t e evidence that use of 

CPT-11, 5- eucovor~~ or ~etastat~~ isease 

rovides well-esta 

its relative to 5- alone. In 
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particular, we plan to dacument that the use of 

t;his combination has no greater artality risk than 
1 

use of 5-FU and leucovarin aXone and is being used 

Gafefy in both the clinical trial and community 

settings. We believe these data wi1.1 document why 

both bolus and infusional CPT4.1, 5-FU and 

leucovorin regimens remain first-line survival. 

standards and shoul e retained in the Camptosar 

package insert. 

Before getting to the primary issues that 

face us here today it is necessxry to spend several 

ninutes establishing t&e ~&kgr~~~~ fur the 

levefopment and approval of CPT-11 as therapy af 

xdorectaf cancer. To do this let us first ack 

:o before Aprif, 20 Prior to that time 

~~~o~~~rac~~ ~~3s standard therapy for metastat~~ 

lisease- 

rug c a t~yrn~~y~ate 

ad been the ainstay of 

act the Q avai le for over 

40 In the past 15 year it has 

~u~ve~t~~~a~~y been iven with t ote~t~at~~g 

1eu~QvQr~~. hen put into ~act~ce ifferent 

s of 5- and leufxxvorin thera y have become 

firmly esta in the nited States and in 

(202) 546-6666 
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Europe. In the U.SI it has become standard to 

administer bol-us 5-FU and leucovorin either via a 

monthly schedule developed at the Maya Clinic QT 

using a weekly schedule developed at Roswell, Park 

Cancer Center, Of note the Mayo Clinic regimen of 

S-FU and leucovorin have been the accepted 

regulatory standard in the U.S. and was employed as 

the ~orn~a~at~~ in re istration studies of newer 

thymidylate ~y~t~ase ~~~~ itors sue 

In Eurclpe use of ~~f~s~o~a~ 5-FU and 

~e~~ov~r~~ wag adopted. s in tZle U.S. regional. 

preferences have been esta I For example, 

Frenc ~~vest~gato~s prefer da use the biweekXy de 

ant regimes or ~e~rna~ investigators a 

use of the weekly Al ~fort~~ate 

hatter ow 5-F was given response rates remain 

firm1 fixczd in th range 0 20 to 25 ercent and 

media s~~v~va~ could not a pre~~ably be budged 

ove one year. novel age 

as needed to furt 

rove surviv CPT- IL offered such a treatment* 

T-12.. is a to erase inhibitor that 

has shows ~o~s~ste~t activity in the therapy of 

met~~tat~~ calarectaX cancer. CPT-11"s istinct 

~~LL~~ ~~~O~T~Ne COMPRNY, INC. 
735 8th street, S.E. 

~a~~~~gt~~, D.C. 2~~~3-2~~2 
(Zot2l ~46-6666 
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18 
mechanism of action was clinically proved in the 

second-line therapy of metastatic colorectaf 

cancer. As presented by Pharmacia to this 

committee in 2998 when single agent CPT-11 therapy 

was compared with best srapportive care after 

failure af first-line 5-FU patients randomized to 

CPT-11 had s~g~~f~~a~t im~~~veme~ts and survival, 

~im~~a~~y, patients randomized to therapy with 

second-line CPT-11 versus secon -line infusional 5- 

FU also had significant prolongation of survival. 

These f~~d~~gs led directly to development 

inations of CPT-11, 5- fJ and leucovorin as 

first-line therapy of metastatic cokxectal cancer. 

e registration triafs cam the basis for 

proval were two base 1x1 rando iced controlle 

~~st~t~ti~~a~ stud esigns that re 

regional practices wit regard to use of .!i- an 

leucovorin. One of these trials was ~harma~ia 

is tria2. p imarily corn a weekly 

tion of C ofus -F~~~e~~ovo~~~ to 

3 sta~dar imen of 5-FU and leucavorin. 

was a ventis St 303. his 

trial assessed CPT-I.1 in c~rn~i~at~~~ wit 

sional 5-F ~e~~~vo~i~ re imens that have 
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been developed in Europe. Patients enrolled in 

Study OEM were rando jzed equally to one of three 

treatment arms. The focus of the trial was on 

assessment of the comparative efficacy and safety 

of the weekly CPT-11, 5-FU/leucovorin ~ornb~~at~o~ 

devel-oped by Dr. Leonard SaLtz at Memorial Sloan- 

lettering Cancer Center with the standard U.S. 

fmen of Mayo Clinic 5-FU/leucovorin. 

n Study V303 the primary cumparison 

between i~f~s~o~a~ therapy given writ% CPT-PZ and 

the same ~~f~s~o~a~ 5-~~/~e~~ovor~~ t 

without CPT-IL nitwit each primary treatment 

group individual study sites were to determine in 

advance whetter they referred to use the AZ0 

~eg~rne~ or if they preferred to use the 

/de ~ramo~t regimens. As a ~o~se~~e~~e of 

e d~str~b~t~o~ of site ~133.y approximately 25 e 

percent of patients enro e study received 

the combination while 75 percent received the 

/de ~ramo~t re 

As presented to t is c~mrnittee s 

before the April 200 CPT-11, 5- 

~~e~~ovor~~ demonstrate ~o~~~~te~t and 

nificant i ~~~verne~~~ in ~~~v~va~. In Study 

303 rned~a~ survfva ~rn~~~ved fro 12.6 mont 

~~~~~R R~~~RT~~G ~~~P~~~ TNC. 
735 8th street, S.E* 

~a~~~~gt~~~ B.C. 20003-2802 
(2021 546-6666 
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5-F~/leu~ov~ri~ ta 14.8 manths with CPT-11, 5- 

FU/leucovorin. 1x1 Study V303 there was also 

significant prolongation of survival. In this 

trial the median of 24.1. months-improved to v'J.~ 

months witfr the addition of CPT-~1, 5- 

~~/leu~ovorin. 

We will present t e safety data from t 

erials side by side, f~~usi~~ on the relative 

toxicities between the treatment arms within each 

t be expect d given the 

xxxic+.ty profiles of C 5-FU treatment wit 

~umb~~atio~ therapy was associate with more grade 

b-4 diarrhea than was treatment with 5- 

~~/~e~covori~ alone, In oth trials this different 

qas r~mari~y in the incidence of rade 3 diarrhea 

own here in yellow. Grade 4 diarrhea largely 

iefine for ita~~zati~~ and shown 

u3re in blue was c~rn~ara nd frequent in the 

:reatme~t a ~o~t~~~ ar s of each of the two 

:r~aLs. ~wever~ it is ~~tewurt~y t 

~~c~~it~ was uit infrequent with CPT-11 

taining treat ent occurri in ess than 

2ereent of 

In a-percent rate 

~ss~~~ated wit olu regimen ~Q~t~a~ted 

MILLER R~PURT~NG CON Y, INC, 
735 Ertkx. street, S.E. 

~a~~~~gt~~, D.CI. 2~~~3-2~~2 
(202l 546-6666 
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wit a IT-percent rate af severe grade 3-4 

mucositis associated with the Mayo Clinic schedule 

Evaluatian of grade 3-4 

neutropenia in Study 0038 indicated a reduced 

incidence with CPT-11, 5-FU/leucovorin relative to 

In Study V3O3 grade 

3-4 neutropenia was mare commonly observed wit 

~~ati~~ therapy t an with 5-FU/leucovor-n 

AS might be expected given t:he lack of 

increased risk of neutrspe ia the risk of 

enic fever or ~~fect~o~ with weekly C.PT-11, 

/leucovorin was no greater t an that seen with 

e Mayo Clinic regimes in Study 0038. 

In Study V303 there waa an increase in 

enic fever Qr infection with cum~i~at~o 

therapy relative to ~~~tern~ora~eo~s~y treated 

control attests receiving ~-F~~~e~~ovor~~ alone. 

A review of t romb~embolic events ed' a mixe 

picture. Xn Study ~~38 patients receiving G 

~-F~~~e~~ovor~~ no mure likely to have a 

~as~~~a~ event t an were patients receiving 5- 

n ~o~trast to the results in Study 

003 patients ~~~e~v~~ ~orn~~~at~o~ t 

Stud v303 ere more likely to experience a 

~~rorn~~ern~~~~~ event than w re control patients, 

MrLL~R R~PORT~NG CUM 
735 Bth street, S.E. 

a~~~~g~~~~ .C. 2~~~3-2~Q2 
(202) 546-6666 
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The frequencies of discontinuations ue to 

adverse events were Jaw and similar in the CE"T-KL~ 

!b-FU/feucavorin and 5-PU/leucovorin treatment arms 

in Study 0038. Discontinuations were increased 

slightly with cambination therapy over control. 

treatment in Study v303. This slide provides 

~~f~r~at~~~ ~e~a~di~~ categories of deaths 

including those d~~~~~~ted in the Camptosar package 

insert. 

The focus is on the standard ~e~~~ato~y 

lefinrition w describes the pro ortion of 

?at~e~ts with death durin treatment or within XI 

lays of the en of therapy. In Study 038 this 

rate wit weekly CPT-S~, 5-~~/leucuv~riA was ni 

prcent and with Mayo Clinic 5-F ~1eucov~riA was 

seven percent. y ~~3~ differences were 

~ri~aril due to a higher percentage of patients 

sith ~~~~~~~~V~ isease ~~~~~~i~~ shortly after 

:essatian of corn ~Aat~~A therapy than after 5- 

/leu~uvuriA alone. 
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was four percent with the combination thera 

ercent with 5-FU and Leucovorin alone. 

the prop~rtiu~ of patients with a myelotaxic cm 

vascular event at the time of death was simflar 

between the twa treatment arms, differing by only 

one patient. 

These data corroborate those in Study ~~3~ 

and indicate tkaat there was no discernible increase 

in fatal. events with addition of CPT-~IL to !b 

F~/le~~~v~r~~. The frequency of investigator 

msessed drug-re~ated,deat s were low in bath 

studies at 0.9 percent and 1.4 percent in the two 

zrms of Study 3 7 and 0 erczent in Study 

V303" ow while it is te~~t~~g ta compare toxicity 

profiles between Study 0038 and ~3~~ it is 

artant to nate that patients beate 

303 ad more f~~ct~~~a~ i~pair~eAt and organ 

~y~f~~~t~~~ t atients e~~~~led to study 

ir303, asizing the dangers o czross study 

~O~paris~A for ef icacy and safety results. or 

3xa le, e CPT-11, 5- /leUC~VOriA 

he two trials the upper ge range was 
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~~3~. Conversely, there was virtually double the 

proportion of patients with performance status 2, 

Adverse prognostic Paburatory abnormalities such as 

or elevated I.JX cxr depressed fiemoglobin were 

also more frequent in Study 0038. What we conclude 

about these data from Studies 0038 and V303. 

These weal-controlled trials have 

established CPT-11# ~-F~/leu~ov~ri~ as the onl..y 

~o~bi~at~o~ to s ow significant i~pr~ve~eAts in 

survival over ~-~~/~e~covori~ in 40 years. These 

ies also offer exceLlent du~~~e~tat~o~ 

regarding the safety profiJ..es of each of the 

combination regimens reXative to widely used 

reference ~ta~da~ds* Of particular note these 

trials indicate t at use of CFT-11, 5-FU/leucovorin 

is not associated with an increased risk of toxin 

th over concurrent1 treated control atients 

receiving 5- /leucQvoriA alone. It is also 

to stress that valid ~o~c~~sio~s about 

e re;lative safety refiles of t ese regi~eAs 

~aAAut ed from cross study ~~~~a~~so 

given dif erences i aseline ~~a~a~te~~st~~s as 

well a fre~ueAcy 0 adverse event assessment and 

ortive care in, these two trials. 

ased on these efficac and safety data 

M~~~~~ ~~P~~~~~~ ~~~~~Y, I 
735 8th street, S-E. 

~a~~~~~~~~, x).c. 2~~~~-2~~2 
(202) ~46-6666 
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the ODAC members unanimously concluded in March, 

at CPT-IX-based ~o~bi~atio~ therapy 

represents a new survival standard in the fiust- 

l-ins treatment of metastatic disease. The positive 

clinical. benefits established in these studies I-ed 

to approval in Aprif of 2000 of GPT41. as a 

component of first-Line therapy in ~o~bi~at~o~ with 

5-FZuorouracil and Leucovorin for patients wit 

netastatic carcinoma of the colon or rectum. Given 

zhe relative Lack of data supporting use of the AXQ 

~egi~~~ it was t e consensus of the OT)AC, the 

md ~har~a~ia that only the Saltz and Douillard 

regimens ed in the dosage and 

~d~i~ist~at~o~ section of the package insert. 

x-oval of these two regimens aLLowed 

patients and cliniciarzs the option of either a 

nore frequently osing sche e with weekly OJUS 

:herapy or less f~e~~e~tly treatment wit 

ly i~f~s~unal ~eg~~e~- ~o~~~ed with 

Differences in f~e~~e~cy of ad~~~istratio~ have 

>een trade-offs in terms of co xity of each 

in~strat~o~~ ~~~at~@~t~ during each 

seek of Saltz ~~~~~ t ~o~~~~sed a few hours 

3 time commit ent fur 9Q-~in~te CPT-11 iAfusi~n 

:oupJed with boILus ~nf~s~o~s of Leucovorin and t 
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Thus the SaZtz regimen is relatively 

Simple, requires relatively modest patient and 

practitioner time and can be given by peripheral 

venous administration. While less frequently 

administered each biweekly treatment with the 

~o~i~lard regimen comprises three days af 

~~vu~veme~t with the clinical staff for repeated 

injections and infusions of Leucovorin and !%-FIJ. 

Thus # the DouilLard regimen is mure compfex, 

mandates a greater time ~omm~trne~t for the patient 

3x1. the oncoliogy staff and requires a central 

venous catheter and infusion pump. Collectively, 

l.z ositive efficacy enefits of CPT-11, -FU and 

~e~~ovori~ coupled with these differences in the 

proved schedules ave ha substantial 

lications for t e treatment of patients with 

netastatie cojiorectal cancer in the basted States. 

Since its reg~strat~u~ in the 

D;E3E?l+l esti t a~prux~mate~y 60 ercent of 

patients u~dergoi~ first-line thera 

~~tastatic co~ore~ta~ cancer receive the CPT-XI, 

~-~~~~e~~~vor~~ combination. n estimated 24,000 

patients have been treated wit 

~~~leucovorin since its approvals Consistent with 
I 
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long-standing KS, preference fur use of bolus 

regimens in the treatment of cokrectal cancer more 

than 95 percent of,patients given combination 

treatment have received a weekly bobs regimen. 

While there are substantial limitatians to 

post-approval surveillance data spontaneous reports 

csf CPT-11, 5-F~~~e~~ovor~n-r~~ated death have been 

infrequent. Only seven such ubservations have een 

received from U.S. physicians since FDA approval. 

DR. ~~~~~~ 5 Thus the widespread adoption 

Df boxus combination therapy in clinical practice 

indicates that practitioners are nut experiencing 

substantial safety concerns. However t in April, 

01 ~~format~un derived from 

cooperative group triafs ongoing in t 

5uggeste e ~oss~b~~ity of an increase in early 

nortality associated with the use af wee ly cpT-11, 

/~e~~ovor~n boILus therapy. 

ale such study was multi-arms 

trial bein ~ond~~t~d b the North Central banker 

treatment Group, or ~~~~~. This study, N974.1, have 

ran ize 841 of a planned 1~~5 atients ho have 

~etastat~~ disease to any of t either 

:he weekly bolus CPT-21, 5-F /leucovori regimen as 

e ~untrol ar an investi aticrnal arm of 
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oxaliplatin combined with infusionaf 5- 

FU/leuouvorin, the full Fox 4 regimen, or an 

investigational combinatiun of CPT-II,, oxalipI.atin 

t-hat had b een developed in Europe by Dr. Wasserman 

and culleagues, Dr. Richard Goldberg, the 

zuordinating investigator for this trial is here 

Loday to assist in addressing questions. 

In April. of 2002 a recently implemented 

system fur real-U e reporting of adverse events 

suggested a possible increase in early deat 

zhe 9341 study. ith this real-time safety 

reporting system the ~~~~~ had em royed a new 

nortality statistic, the G&day, all.-cause 

nortafity. This was defined as all deaths of any 

:ause ~n~~~d~~g bot drug an disease-related 

s occurring w~t~~~ fi days from start of 

Aerapy. Applying the new 6 -day, all-cause 

mortality rate it was nute that 4.5 percent of 

2atients treated 0x1. t ntrol arm with 

-1, /~e~covur~n had died within the first 60 

lays af starting treat percent of 

patients receiving each of t e--imental 

~hi1e the mortality rates between the arms 

rere discre ant the G~rn~ar~s~~ between the arms was 
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not meaningful because the overall therapeutic 

benefit of the ~xa~iplat~~ containing experimental 

arms had not been established. In order to 

determine the mortality rate in the context of past 

3ata the NCCTG investigators contrasted the 4.5 

percent rate of deat from any Cause withes 60 days 

prom start of therapy with the published 

i~vestigator~des~g~ated drug related deaths 

Bccurring during treatment or within 30 days from 

zhe end of therapy in the U.S+ registration Study 

5038. ~~fort~nate~y, this evaluation was quite 

>r~b~emati~ because as you can see fafom the 

definitions here it compared two very different 

:ypes of statistics. 

is obviously represented a comparison of 

hpples an cxanges. In order to e able to provide 

I better comparison P armacia went ack to Study 

3038 and computed t -day, all-cause mortality 

rates from that study using the new NCCTG method. 

Bhesr this was done these rates were documented to 

7 percent for the SaXtz boLus CPFI1, 5- 

/~~~~ovor~~ regimen and 7.3 percent fur the aYQ 

Jkinic 5-F ~1~~~~V~~~~ Thus, the -day, 

al&-cause mortalit rate that caused the initial 

~u~~er~ in study NY.741 was actually lower than the 
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rates observed in any of the arms of t-he Study 0039 

registration trial - 

Meanwhile, the Cancer and Leukemia Group 

B, c3r CASrGB, was conducting a study exploring the 

investigational use of CPT-21, 5-FTJ/leucovorin as 

sdjuvant therapy. This trial C89803 had randomized 

1,263 patients with surgicalfy resected Stage 3 

colon cancer to either the weekly bolus CPT-11, 5- 

iW/leucovorin regimen as the experimental arm or 

e ~~~~swell Park balus 5-FU/leucovorin regimen as 

she control arm, The courdinating investigator of 

:his triaI., Dr. Leonar Saftz, is also present 

ay t=o help answer questions you may have. 

The 60-day, alLcause mortality was also 

msessed in the ~~v~st~gat~~~a~ setting of adj~va~t 

therapy in Study C89803. his evaluation has 

~~d~cat~d that 2*5 percent of patients treated with 

/leucuv~r~n an 1 percent of 

patients trrf;ate with Raswell /~~uc~v~r~~ 

in 60 days of starting adjuvant therapy. 

ffference was cancer ing these findin 

use of the TG acked context relative to 

past use af ~-~~~~~~~~v~~~~- 

There were three crith2a.l. questions' 

all-cause ~~~ta~~ty rates. at 
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have these rates been historically with 5- 

F~/leu~~vurin~ Infhat are the current rates in CPT- 

11, 5-~~~leucovorin studies? And what are these 

rates with CPT-11, S-FU/leucovarin in community 

practice? fn urder to put the results from ~~74~ 

into a broader perspective Pharmacia has worked 

wit e cooperative grau s and other 

~ha~~a~e~t~~a~ companies t:Q glean data from 

numercms triafs with regard to N-day, all-cause 

mrtality rates in the therapy o calorectal 

aancer. 

We search for data from cU.nical. trials 

eva~~at~~g therapies for metastatic colorectal 

cancer. .&X,3, trials were required ta have 

ra~du~i~~d ~~~ti~~~~t~r faced two or three desi 

s and companies graciously agreed to provide 
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The most studied regimen was the Mayo 

clinic bolus method of administering 5- 

FU/keucovorin- Informatian on t is regimen was 

obtained from seven cooperative-group and indzlstry- 

sponsored trials for w ich the data had been made 

available between 1989 and 2001. We have 

aggregated these results solely for ease of 

interpretation. The combined 6&day, all-cause 

mortafity from the 1,593 patients in these trials 

wit the Mayo Clinic regimen were 6.1 percent. 

Similarfy, the bolus Roswell, Park 5-~~~l~u~~vu~~~ 

regimen has been employed in six trials, pu 

3r ongoing in the period etween 1989 and 2001. 
f 

T;be collective results from the I,,085 

pat4.ent.s partici sting in these studies indicate a 

6Q-day, all-cause dotat rate af 7-6 percent. OIlly 

two studies of de ~~a~unt 5-F ~~eucuvorin were 

wailable. When these studies were combined t 

historical 6O-day, all-cause mortal.ity rate in 253 

patients receivin e regiven was 5.5 percent. 

emus f when ~~~s~d~~i~g the .s, registration tria_J, 

e 60-day mortality rates observed with 

vlayo C~i~~~ 5- u~~vo~i~ and 

~-~~~~~~~~v~~~~ appeared td be quite mmsistent 

r\rrith the past results observed in trials of baI.,us 
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UT infusional 5-FU/bz~.~~~orin tfierapy. 

The results from Study V303 with de 

Gramant infusional.5-FU/leuc~vQr~~ and with 

Dauillard infusional CPT-11# 5-FU/kummnnA.n 

compared quite favorably with those observed in 

past trials of ~-F~/~~~~~v~~i~ alone. Including 

the NCCTG BE1741 study there are data from five 

ast-approval studies of Saltz bolus CPT-12, 5- 

prong the 702 atients enrollled to 

these trials the 6Wday, all-cause mortality rate 

has een only 3. ercent. The ouillard regimen 

has been less extensively evaluated in a post- 

approvaZ setting. Data from four trials are 

available, In this experience invczlving 191 

atients t e GE-day post-approval mortality 

been 2.6 ercent. 

In s~~~a~y~ this analysis indicates that 

first-line CPT-11, ~~~U/~e~~~v~~i~ therapy of 

~etastatic isease is asmxiated wit O-day, all- 

cause mortality rates that are a 

served with bolus or i~f~s~~~a~ 5-FU/leucovorin 

regimens idely used in the ast. ata 

just reviewe provide insights into ~~~ta~~ty rates- 

e context of f~~~a~ studies it is also 

portant to consider the mortality experience with 

~~~~~R R~~~R~~~~ C~~~~~~ INCa 
735 8th Street:, S.E. 

~~~~~~~t~~~ D.C* 2~~~~-2~~2 
(2021 546-6666 
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CPT-11, 5-FU/leucovorin in actual Community 

practice in the United States. 

The object,ives of this review were to 

assess the starting doses of therapy and to 

determine the U-day, all-cause martality rates 

5-FU/feucovorin was given in routine 

clinica2. practice. To accamplish this Pharmacia 

has collected basic information from practice sites 

th~~ug~~ut the ~~~~t~y with the help of the rug- 

use research organization Tandem. A mix af private 

ractices, mmmunity hospitals, VA hospitals and 

ic centers were selected in order to obtain 

centers representative af the types of institutions 

administering ~~e~~therapy in the U.S. 

This analysis involved a total af 46 

zenters in 20 states. Charts surveyed were for 

patients wha began treatment between January 1st 

and April lst, 2 These ates were after CPT- 

11, /~e~~~v~~~~ was well-established as first- 

line thera y but b&fore disse~i~ati~~ of safety 

ccmcerns from t erative group trials might 

ave ~~f~~e~~ed the findings. n order to ~i~i~~ze 

ias I charts were surveyed se~~e~t~a~~y startin 

with the first atient treated in 2001, resulting 

in a median of four patients per center. Basic 

~~~~~R R~F~RT~~G ~~~P~~, INC. 
735 8th street, S.E. 

~~~h~~gt~~~ I3.c. 2~~~3-2~~2 
(202) 546-6666 
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information regarding patient characteristics first 

cycle CPT-11 and 5-FU administration and W-day, 

all-cause martality was collected, 

in order to provide a reference with past 

experience the demographic data from the chart 

survey are presented along side those from the 

cumbinati~n arm of Study QQ38. The findings 

indicate age and gender distributions that are 

analogous to those observed in patients treated 

with the SaItz CPT-XI, 5-FU/leucovorin regimen in 

Study OCr38, rfurman~~ status characteristics 

were worst than those seen in Study 0038 with a 

lower proportion af patients with performance 

status 0 and a greater proportion of patients with 

performance status of 2 or greater. 

Ln cLinica practice therapy was given to 

a higher ropsrtion of patients wit evidence of 

atic or renal. dysfunction. The maturity of 

patients initiated therapy with full dose C 

a 125 milligrams per meter squared and fS-FU at 

m~~~~grarns per meter square atients w 

receive lower startin doses generally were treate 

at a ane- ose le;vel r uction that i, 

i2ligrams er meter squared of CPT-21 and 400 

milligrams per meter squared of 5-FU. When 
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~~nsi~erin~ reasons behind the a~~in~st~at~u~ of 

the CPT-11. starting doses patient ~~~pr~~~se was 

the ost ~~~~~~ reason given for starting dose 

~~~~~ti~~= There were various reasons. For 

pe~~~~~a~ce status or their age and organ 

ion for startin therapy at ILower doses irk 

nly five ercent of atients a 

1 dose level ased solely 

P ician pre~~~~~ce e lower starti 

e. 

in the critical first cyc e context of ata 

x-a it is not at patients in the 

practice stu e more I.i 

11 four 

total first- 

oses at ~i~istratiQ~ 

~~erapy of a ortion of 

poor tatus an ised organ 

-cause ~~~ta~ity in these 

24 only l"3 ercent * 

lease is is an 2.2 

from the 2.5 ate in yo et us 

@ .ace these results into context wit ata fro 



dim 

* 
2 

3 

4 

._.. 

7 

9 

1 

1 

1 

13 

4 

15 

1 

17 

1 

1 

20 

21 

23 

2 

37 
the urical registration and post-a 

rience. As can be seen the co 

survey remLILts are consistent wit 

al. -cause ~~~ta~ity wit CPT-l-1; 5-FU/leucovurin i 

e cast-ap rova3, study. Moreover, the results 

are favora those ohs rved historical 

wit ~~~~~vor~~ alone, 

These ~~~~~~ity practice data o~~~e~t 

d~~~ist~at~~~ o full ose tr~at~~~t i iven 

~~e~ev~r ~~nsist wit atient condition. x 

3 uctions are 

Practitio ers are usin ment 

atient erf~r~ance status and ot 

?3Si or givin a lower st 

St a ears ase on the existin 

that first cyc dru 

is consist 

use in 

ractice is sociate 

y mortality. ain, e must conclude 

tes in co unity ractice and in 

the ettings ar as low as wit 

s or infu y ~~p~oy~ 

he major im ~i~ati~~ 0 ese f indin 
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that the current package insert appears to off 

equate guidance to ~~~~~rag~ afe ad~~nistrat~Qn 

of CPT-11, 5-~~/~e~~~vori~ therapy for metastatic 

disease. However, in the spirit that there is 

alway rcmm for i provement we felt compelled ta 

e ~~esti~~ 0 whether t e regiven could 

e even safer. 

o address his bestirs the 

harmacia agreed that an 

e~dent review anel should e cunvene 

revie records of all atients cm all 

zre ent arms while articipatin 

e two cooperative grou trials. This review 

ortive care seasides mi e taken to enhance 

patient safety. armacia rovi an unrestricted 

is review, 

t? eview wa Y 

a~izati~~ T 

3aiely re el.xxtin ne3, embers I 

m 

e selected ers surprise five 

ctal cant erts 0 ha not 

Lirectly in the cooper trials. T 

indin ations were 
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p~~~~shed in the September JCO. In addition, 

~ar~a~~a has posted t e ~o~~~tteefs report on t 

~~~pa~y ef3 site and made reprints widely ~vai~a~~e 

for disse~~~atio~ to oncology practitioners. 

The ~~~~ittee's conclusions and 

mendations are su marized o is sl.ide. ost 

re consistent with nown infor~at~o~ and wit 

sta ard ~~~~~0~~~ practice, The ~ri~a~y cause of 

3ru ch~~~t~er 

st~oi~testi~al tract an one arrow ~ytotoxi~~ty 

teadin to sepsis. atients ha atal 

cular events, rterial venues a3thcx.l 

ecific cause and effect re~at~~~shi etween 

ese events The 

ittee reco at oncolo 

the f such ev 

OSt s occurre 

~~n~~~ctio~ ith infre 

anel to ~~co~~e~ 

sici olu 

patient ee y durin the first cycle. 

1 e~tat~~~ of t iotics sometimes 

xxurr iatic ~uve~ag~ not 

33 s suffici road. Use of out- atient oral 

~~~~ro~~i~o unes for co iarrhea w 

# XNC, 
735 8th street, S.E. 

Washington, D.C. 2~~~3-2~~2 
(2021 546-6666 



Support with broad spectrum intravenous 

a~ti~~~tics was suggested for patients hospitalize 

for gastrointestinal toxicity even if there was 

evidence of neutro enia or fever. 

he anel members felt that dosing coul 

startin dose change was not advise 

as found t ose od~ficat~o~ ~eas~res 

minor alterations, It was 

e a 24- our diarrhea-free 

?eria ore eat e~ot~erapy treat 

anef cite 

3 r. urin the 

the weekly 0swel.l Par 

i;" eucovorin r imen an Ire 

ecause the i 

only access 

le to 

3518 ere are im 

r>aseline fa~tQ~s t or early 

~i~ati~~s or death, and 

il-3 full lyze 

3 ective review of 

these trials to discern which baseline factors 

night ~~i~~~ia~s that a atient is 

MILLER REPORTING COMP 
735 8th Street, S.E. 

wa~~~ngto~~ D.C. 2~~~3-2~~2 
(202) 546-6666 
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y to have substantial risk of an adverse 

autcome. atient cLinicza.l. an laboratory 

characteristics were assessed and included t 

that are ~e~~g~~~ed as potential markers of patient 

status or drug isposition that can be readily 

in ~~i~~~a practice an that ere 

~yste~at~~a~~y evaluated in Stu and -%nox 

ost cu~seq~e~t~a~ a verse outco 

Statistical ignifi~a~~e was 

aselin 

0th s~g~~fi~a~t~ and consiste 

for adverse ~~t~o~es was uor 

own on the slide when 

of first-c vents 

verse event 

zo atient 

tiith ~r~~rrna~~e s atus 2 rep~es~~te ere i 

pillOW hi er like 

e of adverse outco 

it perfQrma~~~ status 2 i 

#as small, only 1. tients. owever, 

pattern served in this trial 
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0038. Of note, a similar pattern was also observed 

amu~ /~e~~ov~r~~ treated patients in 

trials. 

In s~mmary~ this retrospective analysis of 

risk factors indicate that patients with 

rforma~~e status of 2 a er ~ike~~hoo 

adverse events wh n receiving any of the thera 

ata corrab i~di~gs in atients 

receivin er ~orn~~~ati~~ t erapies for at 

tumar types. For examples atie~ts small 

2elJ a ~~-srna~~ cc; lun cancer. Other 

act ender 

redi~t~rs of a verse ~~t~~rnes. 

ased on t Y Qf ata ram 

tion trial, 

fro roval trial. and fro 

KLiniczal. ractice a vernier of c~nc~~s~~~s 

e~~~vQ~i~ is 0 

rove for use in etas 

lisease. nti the overa 1 risk and en&fits of 

use ad~~vant t USE? haul 

proved use 

~~e~covori~ 

2f m~tastati~ isease own clear be @ fits for 

tumor Castro 
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Use Qf CPT-11, 5-F~/~eu~~v~rin together 

as irst-line co ~inatiQn t y of metastati~ 

disease is the current standard of care nd should 

remain a reference standard. 

In this regard it is important to remember 

that revertin to use of 5-FU and leucavorin a 

ill not rotect atients w o are risk fro fS%XWly 

treat t or iseas~-rebated mortality and it will 

deny impruve t~rno~ Contras and survival enefits 

t any atients. Of course, a critical question 

Ear today i ata from the GCTG 

o~strates safet ccxxxxns re use of this 

ne ination for met isease. e 

rly shown you to ay, all-cause 

the initiaf ~Qncer~ 

actually lawer than the r tes observed in e 

er critic uestian is 

e insert s 

am ifications. 

made ~e~~mi~ary osals for 

ased on t 

inde ent review pa 

are reflected in tf-re information 

art of uestion ber two 
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for discussion today. However, 

~~arma~ia informed the FDA that after a t~or~~g~ 

review of the new data t=hat I just presente these 

data id not support these draft proposals for 

revising the dose modi ication section of the 

current package insert. 

ased on the analysis of the new data fro 

zl.inical studies and co ractice that we 

nav shared with you today acia wauld 

reiterat that torrent e insert offers 

3u icient ante for safe a ministration of CPT- 

~leu~~v~rin re ~Qwever t harmacia 

e bolus and inf~sio~a~ 

regimens the Ghan portive care uideZines 

~~~siste~t wit ctice 

~harmacia cmes to u 

e insert to oster 

atient selection arnin regardin 

e risks of trea ante statu 

ant tient ~nit~ri~g rior to each 

iiOCU ic events have occurred 

in the treatment of ~~~Qr~~ta~ ~a~~er~ 1 
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addition, we propose to extend the current 

uc~me~tation alread in the package insert 

regarding the use of f~~oroq~ino~ones in order to 

ally recommend such support far combination 

an. rekindling the debate 

ow 5-F and euc~v~rin iven 

ohs or i let us assess the merits o 

3ach CPT-11, ~~ovori~ regi ased on t 

3ctua ata at . it test it can 

eekl alus re en of CPT-11, 5- 

/~e~covor~~ as a well- o~~me~ted safety rofi2.e 

sedative to a for reference standard. In 

r it is im ortant to mphasi~e that t 

Q increase in the ris 

eath relative to ~untrol atients receivi 

~-F~/leu~~v~rin in t e registration stu 

~stori~a~ ex erie~ce wit21 5- 

cov~rinf in iX3ClU 

I orta~ity in the ost- 

1 clinica trial i ractice 

MILLER REPORTING BLIP 
735 8th 

wa~hingto~~ 
~2~2~ 546-6666 
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refile relative to the former uropean practice 

standard * The ~Q~~~~ar~ regimen also 

demonstrated no increase fn risk of early death 

relative ta control patients receiving 5- 

/le~~ovQri~ on stony V303, relative to historical, 

~x~~ri~~&~ with ~-~~/~~~~ovu~~~ or in post-a 

studies * The s ety 0 the biwee ~~~~~i~~a~ 

relative to t e weekly bolus regimen 

remains un ~~i~ica~ practice. 

et M point out t at in the absence of 

lata fro adequate an well-controlled studies 

0 basi for favorin one 

e~~le over he other, The ultimate ~~~~~~~ti~~ 

9 11 of these ings are t 

e ~Q~~~~a~~ regi~e~s s 

tosar e insert. oin fers safe 

ective tr~at~~~t ~~gi~~~s~ 

pmater cadge af ~~age~~~t ~~ti~~s 

-2,ot atients an 

covorin t and ~~~~ws greater 

ELexibility i s anti- 
3ax ta a~ti-~~ 

safest use 0 0th imens in clinical. practic 

~~LL~~ ~~~~~T~~~ COM f INC. 
735 8th street;, S.E. 

~~~~~~~~U~, D.C. 2~QQ~-2~Q2 
(202) 546-6666 



his is particularly important for the boXus 

regiven ince it*s so ~~~~~~~y e ployed as first- 

line treatment of etastatic disease in the Unite 

States. These recu mendatians are supported by 

ram ~u~ti~~e patient advocacy 

3rganization ing that t e Saltz r~g~~~~ be 

a~~tai~e in the e insert as a treatment 

na ition it is ~~~u~ta~t to note that 

ItI-. ichael irman of the 

the GI inter reviewe tkrese data now 

icates that it wuu ruminate to 

e full dose tz regiven ackage 

insert. In addition, r, Robert Comis, t 

alition of ational. 

erative Gro 

inen Seoul e made availa 

at the sician. 

Thank you very ttention, 

Y cc2 agues an I at Ph acia, 

ed to answer 

an questions that ave. 

DR. Thank ou ver 

ow to ~~esti~~s 

questions fro the 

committee. r, Ge e? 
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. hat was a nice summary of 

Dr. Miif2er. I have a question for you 

though. ffow would you, in view of all this, I-LOW 

wu~~~ you interpret what happened on the 

erative gwsu trials? ere was, in oth. the 

netastatic an t settings there di appeal 

to e this di ference early on. ink it's s 

3 a Kiowa later f~~low-~ ut what is your 

r~t~t~Q~ of t at fur some reascm the 

svent rate on t /Xeucovorin as -just too hw 

would be ex ected or SUM 

~~~~~: In terms of t 

can? 

~~~~~~: G or the -- t 

t~stat~c or t juvant, t ot were 

SQ show 

1 think with regard to the 

study in t etastatic 

ave a ituatio~ wh re the control ar 

ember is the altz bolu CPT-ZIL, 5- 

~cov~r~~ ~egi~e~~ H-cause 

nortalit tirely consistent itfi all 

ce with 5-F /~e~~~vori~ an with 

ather trials. The other two arms of 

MfLLGR ~~~~~T~~~ COMP 
735 8th Street, 

ashington, I9.c. 2QQQ3-2~QZ 
(202) 546-6666 
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trial. are experimentaL Oxaliplatin-containing 

regimes. 

Their therapeutic benefits are un 

SO thatQi3 -- it was d~ff~~~~t to know what to make 

of this mortality rate. That's why the comparison 

was made with the prior U.S. registration 

~x~~r~e~c~ ith PT-11, -~~/~e~~ovori~. So and 

that iscrepanc of course, in terms of the types 

3 rates ein compared caused the proble art, 

c e adjuvant? 

In the adjuvant settin 

Paulson is appropriate give 

c w i is wit trial co~~ar~so~* Perhaps Dr. 

and Dr. Saltz might want to ~o~rne~t on 

these issues? 

DR. e is ichard 

fro aYo finic, t air of ~~~~~~ an in Mary 

I t k the erso e for us ein 

together And i thin it woul 

3e use 1 for lain to you w s oing 

3 at N that led to this. e, as Dr. iller 

ad i Zemente a rapid to~~~~ty 

r artin rn~~ha~~s~. id is it otkfied 

3s by fax ~~t~i~ four d at caused 

for a patient, grade 4 or grade s 

M~~~~~ R~~UR~~~~ 
735 8th street, S*E. 

~~~h~~~t~~~ D,C. 2~~~3-2~~2 
(202) 546-6666 
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toxicity. And nightLy that information was 

orated into our data ase and generate an e- 

mai-L to me as the study chairman and to the study 

s-tatistician indicating that an adverse event had 

o~~urrgd * 

In additive, we got a ~~~~~ative report on 

al1 events on the trial eat ose e-mails. 

time there was a grade 5 

en I tacked an 

WQUZ come up on uter 86reen. 

n hat we ad intruded wit have a 

we coul ~o~it~~ ur trial, simi 

to auge n a machine that as a redline on it, 

e of rnQ~~t0~~~~ 

syste had never eally een use in a hase U.X 

trial. like this. M-3 ere 

Fib3 you set t e red~~~e? 

hat we was that i a look 

back at clinical tria s in adva~~gd isease of 

co10 cancerl one ercent ortalit 

rate related to erzt at any oint in the 

therapy* r 

deat 

aund as we were 

e charts Q every atient was 



that investigators would often classify deaths as 

related even though when we went 

through the chart we thought that they were eit 

caused by treatment or at least treatment 

exacerbated. 

at led us to c oose a metric that: 

hIa ~~de~t of inv~stigato~ thoug 

zissignin the ~u~ta~~ty due to treatment -- or 

sssociate ays o the first treatme 

out intention. 11 it did was ive us 

,he nu within 60 days. 

een a statistic that has een 

looke at c~~rn~n~y in ~o~-cancer thera y trials, 

it:"s nat een ~~mrnu~ly ap to cancer t~~~apy 

So it was a ric hat ere learnin 

ram as e were usin 

that's a ion story out ow did we 

e set ourselves 

~nt~rval 0 ove the one rcent 

factor as t e redline. 

ha ore t three ercent 

ays f we woul turn off he engine and 

t n we ot two 

eat ~~~~ht us up to 13 eat 

imen arm we sto the trial. t we 

MILLER R~~~R~~N~ COM I IINC. 
735 8th Street, S-E. 

~~~~~~gt~~, D.C. 2~~~~-28~2 
(202) 546-6666 
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to figure out why this was happening. 

We also had the ~orn~a~~~o~ that in the 

other two arms there ad been five days within 

days. What has emerged from this4x-1, my opinion, 

and I have spent a lot of time thinking about this, 

including time w en I wish I was sleeping i 

3 elieve at we saw was 

really the standar -day mortality rate was 

er than anybody would ave antici 

ven perce e mortality rate that we 

rvere seein on the two experiment 1 arms was lawer 

at we had istorical data to support, ut 0 

course we don?t know the co parable activity 

e e~per~rne~ta~ s and the two control 

3rms at this orint to know w ether that lower 

nortalit rate translate into a etter survival or 

w2tivity rate. And so we're in the circa stance of 

a ver namic s~t~at~o ave ecome 

ted as I"ve t bout his more an are 

at the ~0~~~~s~~~ 

the s have come to is t 

CixJh ~O~~lUSiU 

ata to 

say that one of t e standax ys of giving CPT-11, 

is-FL7 ~e~~ovo~i~ s ould no longer be ermitted. 

Mr~LER RE~~RT~N~ ~U~~~Y, XFK. 
735 8th Street, S.E. 

a~~~~gt~~‘ D.C. 2~~~3-28~2 
(2QZf 546-6666 
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The two regimens remain valuable. I've ~~~ai~ed 

c~~vi~~ed of the benefit of CPT-11 in this setting 

to roviding both a survival. advantage, a time of 

ression advantage and a respsnse rate advantage 

and would not like to see us restrict the use QE a 

r-WI3 hat I think has rn~v~d us forward in colon 

o thiink that this process has 

been important in t at it has given us the data 

that it‘s e more a~rnf~~ than h~l~f~~ ixrr 

patients who have oar ~er~orrna~~e score an that 

Me need to e attentive to atic;nt side effects 

lurin a cx3urse of thera 

It% not ~errn~ss~ le to just write ive 

Eour uses an If11 see t atient in six weeks, 

e events t at have t~a~sp~~~d 

e whatever C -11, 5- 

?~~leu~~vorin re hys~~ia~ atient 

to use S le and avoi 

Aeath that co e revested. 

ban yew * First of all, 

3r. ~s~~~at~ 

hair joins 

~n~~yi~g the tic you ~rese~te that in 

~ummunity practice t least the deat 
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54 
days is MO higher than in academic study centers. 

o that's something t wanted ta oint out. I 

have recently treated a o has develo 

vaseuZar event, a thrombosis on 5~F~/~e~~ov~~~~ 

irinotecan. Can you shed any insight into what we 

should o in such settings? We, 

e physicians at lar e should 

2iti.n you cm perhaps your ~o~~~agu~s how to treat 

zhat or how to prevent t 

c t this ~u~~tur~ I trick itfs 

3a f to say that we don't e mechanism. As I 

pointed o t. there's somewhat of a nixed icture in 

seeing an increase and t 

lot seeing a ~~~~ease in sue vents. So it' not 

Aear whetter there"s a direct ttri~ut~on t 

2OUl e ade to ~~emot~era course f there 

out risk factors in any attests. I 

k itfs outdate tally important t 

Factors e taken into CCOU~t, ose such as 

rosclerotic ear?. disease isease. 

of courses ~rti~~~ar vi 

in patient who, 

with chest ain, or dysnia. ere a few 

3atients on the CALGB trial,, or example, w 

M~~~~R RE~~RT~~~ ~~~~~Y, INC. 
735 8th street, S.E. 

~~~h~~~~o~, i2.C. 2U~~3-28~2 
~2~2~ 546-6666 
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thin pretty weI pointed to a u~mo~ary embolism 

as a issue but the work-up just wasn't one and it 

resulted in catastrop ic consequences. Leonard, do 

you have some other comments perhaps? 

13tK.e S&LTZ : Xjm Leonard Saltz fzxxn 

~loa~-~ette~~~g Cancer Center. 

alfu to we don't understand t atho~hysio~og 

of what‘s tram iring and itfs also not clear 

whether this is i fact thro~boti~ events related 

to the isease that we un erstand can e a concert 

3r not an whether itrs a truly isolated vent or 

20 ame degree is it re ated to other ongoing 

~ytotoxic. So issues of ~ai~ta~~~~g adequate 

patient ydration an vigilance out being ware 

whe deb~~~tatio~ e causin 

i.ty probably need t e considered. ain, 

whether this is s ic to ~r~~~te~a~-~as~d 

se ens to f~uurourac~~-based ~eg~rne~s to 

i~at~o~sf to c ricer or to cancer in 

genera really re e lao at. 

it/ areness in a ay but 

we have ore questions t 

DR. 

it may be the ~-F~/~eu~~v~r~~ may 

r vascular event? 
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DR. SALTZ: We certainly see t~r~m~~~yt~~ 

events with ~-~~/leu~ovorin. 23. fact, when we look 

at the cytotoxic deaths on the 0 38 study there are 

more in the ~~~~/~@u~~v~r~n arm-than in any of t 

er arms and the least fn the CPT-11 only arm. 

So there is not a ~~~siste~~y across studies. 

erefs not a clear pattern and I don't think t 

~63 can ~~mf~rta~~y draw conclusians at this ti 

~~Y~~Y: Thank you. 

DR. Just a questian. hat is 

e status af the two trials t at have been closed? 

&we they een reo ed or are they stifl closed? 

* SALTZ: 689803, 

d accrual at he time of concern. 

nt rn~~~f~cat~~ns hat were inor 

wed to ca thase 

several undred at remanned on study. 

oint the dumber of atients on study, if 

ere are an Qr 20. efr just 

ane * So that's een conclu 9741, 

want to ~~mrne ecifically on the 

R. GOL G: 9741 i atient 

patients that 

;Ijrere e~rQlle befor ay af 
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last year and we axe rapidly accruing the ata on 

thase ~at~e~t~, have submitted an abstract to ASGO 

as in it toxicity data and the promise to 

ort on activity dat:a if we're given the 

~~t~~~ty by the program committee. The study is 

still. ca-pen and it is accruing to of the three arms 

but wit and that is t at we have 

osen to reduce the ewes in the Saltz regimen arm 

125 crf ir~~~te~a~ an 400 fro 00 of 

3-FU, which was dose-level rni~~~ one in our 

speeifie e ~rutu~~l and that 

3trate was develope by the CCTG external, data 

~~~it~~i~~ committee when t ey reviewed this set of 

wents. An it was done at a ti e when we 

identified th ad nat ad an 

ortunit to learn as as we ave since t 

out those even 

endent re een 

rves as a 

?..zture stu ies in all. ease sites. egar 

eular seem to occur with the 
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~~~ste~~at~o~ of symptoms, in particuLar the GI 

ptoms and quite 2x3 idly as they"re descri I 0 

you have any data yet, either you or perhaps Dr. 

Qaltz t:hat.this more vigilant monitoring and 

upportive care easures yozzQ+e suggesting for the 

ackage insert wi1.I, in fact prevent t e syndrome or 

e dealin wit armac~~~~et~cs 

issues in same of t ese patients wit the drugs and 

in fact, eficiencies in meta~~~izi~ 

~~~yrnes an are ny of those stu ies underway? 

R. here is t e prospect af 

enetics of course plays a rofe and of 

Jours that"s well. ~n~er~t~~~ that there are 

?~te~t~a~ ~ha~ma~~~e~etic ~~~~e~e~ces with, re 

to 5- rneta~~~~~ 

-4 -11, has ther ~Qrn~~i~ate 

3 er of en2 re knawn an 

i~f~rmati~~ a enetics af 

rug is metab e are ctivel 

look those issues. In fact, in the CCTG pJ9741 

0x-t to the 

or the cc.2 

a~~~~~~t~~ an atients e 

Those ata arenT yet availa 

z.hat is ~~g~i~g. efre also r~vid~~g similar 

~~~L~~ R~~~RT~~~ ) INC. 
735 8th Street, S.E. 

~a~~~~gt~~, D.C. 2QQQ3-28Q2 
(202) 546-6666 
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port to avoid the CALGB adjuvant study as we13, 

and lan in future, our own future trials involving 

CPT-11 with other drugs such as mA.ocmxiv, SU5416, 

and with other agents to Took- at t&e 

~harmacoge~et~~s of CPT-11, and 5-FU meta 

DR, SALTZ: 0 efabarate an two arts of 

your uestion, one the issue of vascular versus the 

gast~~i~testi~a~ syndrome I think it:"s worth 

ointing out t is is sort of earLy ~y~~thes~s 

~~n~rating in ~rmat~~n an whether tt=bese re truly 

arate syndromes or nut is something that we nee 

to de31ve into furt~~rf wheth 

~astr~i~test~~a~ issues involved that may 

ispase to va53cx.2 ar or whether theyfre tumor- 

relate nd so on. But either 

crux Q your u~stion is at can we do ta protect 

beetle? An k these are so 

ils of oncola is tr lect ratio 

a riate thera atients 

ath i terms of i creased effic ecrease 

toxicity. a to we in the 

c erative raup are ver 

t of lookin for 

analysis of t 0333 per se. 
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a place where all of oncology is moving, not 

necessarily mure in cokxectal cancer t an anywhere 

else ut the cancept t at we need to get ore 

histicated in t e type of science that wt; can 

bring into t=he clinic, into the community clinic in 

a user-friend1 way SCI that we can minimize t 

toxicity an maximize efficacy early on 

i e patient's course. 

ut until we ata, 

ence that iving the anti- 

~iarr~~a~s an atient week of 

e end of the four-week restriction is oing 

to atter or oes this co an onslau 

an at one car? 0 to reverse it 

one atkway. 

LTZ: I thin re often 

istory and clase rn~~~t~~i 

of atients can of ings a lot earlier 

th e obtain63 if a atient is 

a written er for four or five 

of therapy. ts of wee 

therapy is that it ives you the Q 

maximize safety kin e course corrections 

ing them fre uently but i order 41.0 

ave to ascertain the information and 



62. 

~hysi~~a~s and other dinicians need to e clear 

patients want to please and they want ta 

~~ti~istic* Theyfre not going to be necessarily 

inclined tcr vofunteer all af the toxicities, 

especially if they?re getting better y the time 

you see them and so you may not pick u ~v~~yth~~g. 

so T: thin we as clinicians need to be tune into 

portance c3 careful ~~~~~~i~ati~~ with our 

patients so t at we can really nderstand t 

elieve that that"s iv-e us an 

sarly barometer o Xn terms 0 the 

~~te~ve~t~~~s I think that it's important to note 

that we did not see any Eurt er fatal events with 

en on the C89803 since the awareness 

3.a ve Lang-tern ata 

Ref re goin to need time to see just what t 

toxicities are. efre always l~20 ing for ways to 

entify the toxicity at t e earliest 

cite o wefre an t eFre 

rove it. 

* e. You know t 

r than any, of course, can you in your 

car nts get a 

nint e occurrin uch that what 

F ein repose e ~~~~~~~ty practice at 

Street, S.E. 
~a~~~~~t~~~ F3.c. 2~~~~-2~~2 

(202l ~4~-~~~~ 
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large wiJ1 in fact work if yau do -- 

DR. SALTZ: Yes, X really do believe 

and Ji realILy feel that the experience that I?nz 

been privileged to have by treating a large ~~rnb~~ 

of patients with this regimen, wit other regimens 

that having a clinician and a c~~~~ca~ staff tuned 

into what to look for, w at to ask for, how to 

ucate the patients early on what tu make us award 

what to aware 0 is very e fective in 

~axirn~~~~g patient safety, 

DR. stance, was 

~~v~lve~ in the ev~~o~rn~~t of the early eath rate 

an II‘. ~ol~berg has gauze to the stand and I t 

as ta reme ave a uestion 

is was ~r~~~~a~~y a ~lti-arm 

seven arms or eight arms en it was first 

ere at least t ree arms w 

infere or toxicity ~~as~~ and I uess, an 

to Dr. oldber f those 

similar reason, 

Chere an increase in 60- ortality an 

otherwise an then the altz became the CO 

3rm, /~~~~~V~~~~ rm was aL3o drappe 

IWzre was, an ened ta talk to 

735 8th Street, S.E. 
~as~~~~t~~~ D.CT. 2~~~3-28~2 

(202) ~46-6666 



before we got together, there was one death i 

first 60 days in the first 6 patients. 

I%e got to s;ay that right in t 

~le~~~vo~~n. That arm was drtip ed early an then 

So one of the questions to Dr. 

the other arms were dropped because of 

e ~tat~st~~. ow we doWt have combers on 

those and what was obvious to us at t 

~~~~t~r~~g ~~rnrn~tte~ was that t e numbers stood out 

~orn~are~ to t rms. nd at the end Q 

e story the issu will be if here is a non- 

inferiority was there too much tu~~~~ty in one arm? 

30, Rick, were the other ar s dropped on t 

for the 60- 

R. ot exactly. bis started 

3ut as a six arm ere are three S 

that re no ~~~ge~ there. One is ~-~~/~~~~~v~r~~, 

a Clinic contra an that was discarde 

ittee made t e recision that C 

-~~~le~~ov~rin was the new 2x2. tory Stan 

An it w ~~eth~~a~ to ~o~t~~~~ to as 

tients to be ran ize oa y arm that 'FErTe 

knew rovi two-moot inferior survivals There 

weir One an ~~~~~~~at~~ with olus 

~-~~/le~~~v~rin ~~g~rne~, the 

~~~~E~ ~~~~~~~~~ ~~~~~Y, INC. 
735 8th Street, S,E. 

~as~~~~t~~, D.C. 2~~~~-28~2 
(2021 546-6666 
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otus 5a~~~le~~uvor~~ regimen that trirere relatively 

untested in eerms of clinical experience, The CPT- 

11, ~-~~/~e~covor~~ regimen was based around t 

of five days in a row of 5- 

We actuaPly had a eath rate cm 

at that was in the teens with a small patient 

experience an ased on t 
* 

activity of the Saltz regimes, e apparent safety 

vantage of the aXtz reg~rne~~ that there was no 

arrce that that se~~e~t~a~ CPT-1.1, 5- 

regimes that we ad develo at ayo ~~i~i~ WOUP 

pxncide an a e over the Salt2 regi 

zhat was 

We saw a similar increase in toxicity on 

i 5-~~/le~~Qvorin re at was base 

le consecutive ays of 5- and again because 

there was so much experience with the 

regi geared to e so safe we elt hat 

not nee to ~o~ti~~e* ow there as one 

oint that WQU like to ake and t 

ve ~onti~~ed 1 aczcruing atients to 

the ie t to Kathy 

oint. e ave ad very few e 4 toxicities, no 

grade 5 toxicities. ere are ap roximately 60 

patients ave made it t rough their first GO 

~~sh~~~~~~, D.C. 2~~~~-2~~2 
(2021 ~46-6666 



days since the new patient protections were 

~rn~~eme~t~d. Qf course, we don"t knaw if the 

~eg~rne~ retains the activity and Dr. Pazdur is 

smiling over there because he likes to reiterate 

is point* and I'.H reiterate it for him, and 

that/s what t e extension of 9741 is ook~~g t is 

we retain activity and have a better toxicity 

r0f.i.X with the dose r~d~~t~u~ ut we don"t know 

re you increasing your 

DR. Yes, we ax-e* he study 

~Lll coJba se to two s and we wiXZ compare 

ified Saltz ta de ~~amo~t with about 350- 

patient per ar 

. ~ldberg~ fx3e more. I 

know what 1 would do, ut I"m goin sk you what 

you wouLd d if you satif a 

N9741, woul you start at the mo 

jcFou YOU 0 at full dose to with 

of 13 

c X"l1 tell cm what 3: do in 

pzactiee and that is that 1 have one to startle 

3t 100 an 400 rather than 125 an I 

at is nat he approach th 
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Fha~~ac~a is promulgating today. ink that*s a 

conservative approach. There were several reasu~s 

that we chose to do that and that our ata 

monitorin committee chose to do t One is that 

if you lo at the first-course dose reductions in 

trial caky patients end up etting 

dos y cycle two and I an"t know wkret 

that dat is available to e shown today. 

If ou loo at one of t e slides t 

ose ~~te~s~ty was 

er peter s uared in t trial, not 

eter squared as woul 

A in, YOU want to review that slide 

But t about t 

would be er to escalate those in patient 

were UXy ic athletes and who tolerate 

400 with or less toxicity rather than to 

Put atients at isk by iving the full 

ose ut 

elieve that within e atients on 

a kl asis ha reat otential to i rove the 

safet 

* * . ince ou wu~ld start on 

er meter red would you escalate on the 

second cycle of e toILerate 
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DR. GOLDBERG: Yes, I would. 

DR. SA~T~: I" like to fo3Jow up to t 

just so that you understand that we're not 

necessariLy universafly consistent on this. I 

ersanally am ~o~t~~~~~g and ave continued 

th~~~g~~~t to use the full. use starting. 19~1 

~o~forta~~e with that but again in my practice I've 

always een using this close ~o~~to~~ng and 

portive ~e~ha~~s~ which I elieve gives us 

guate safety for it. 

DR. Then a question to you, 

would not use this regime in an adjuvant setting? 

* SALTZ: I ave consistentl 

~h~o~g~~~t the course of C 3 reminded everybody 

who woul e ~nve~t~gat~~~a~ arm is 

/leuc~vorin a that the tandard of 

-FU/leucovorin 

ait r th oswell Par 

at"s what 1 do outside of a clinic 

ally use t ark edule. 

a K : 

. 

ANN: f woul like to 

grat~late t e ~~vest~gat~~s fur a very thorough 

review 0 these trials. A question I ave is ane 
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ings we come to recogniz& here is the 

vascular syndrome. And I wanted ta know whet 

you were able to extract data on the ~o~o~b~d~ty 

and note vascular comorbidity that these patients 

ha and if we can have an indication as to 

~e~o~~e~dat~u~s to make and if t ere is any lams.3 

e ongoing studies to analyze the comorbi 

signs and coexistirrg conditions that may e risk 

factors for vascular events? 

DR. content in terms of 

ese patients 

ve k~uwn ris factors. Of course, those are 

IlOWl-2 or arterial disease' that is as I 

nentio roof of vascular disease and 

eroscferotic eart isease so that een 

ed in some u atients wha had 

olytic events. ow Dr. ~abrie~~a Gruia 

n oniturin the trials at ventis erhaps 

3OUl make c~~~e~t a t some stu ies that are 

to look at the issu of vascul r concerRs 

in th 

I?. E: entify yourself. 

IA: Dr. riella Gruia for 

Aventis ha~~a~e~t~~a~~ In Europe we are usi 

~o~~~~a~ so we e cmncern wit 
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olytic event which we consider are also 

e presence of the catheter for t e infusional, 

regimen - However f we try to be proactive and to 

see if there are some studies waS can come ack in 

order to find some explanation far t rombotic event 

and we are ~~a~~~~g to do some clinkal. trials with 

r. ecker i . to see whether heparin can 

he adverse events' the grade 4 thro~bot~c 

adverse events and also to see if Campto c 

somethin in the popu ation casea So these 

trials wi eginning 2002. 

DR. SALTZ: I think itfs wart ointin 

out w uestion about predisposin 

itions that we al-rea y know from f--+-+-jnical 

experience that ~~~u~ary artery isease ill 

ose patients to robl.ems with 5-F 

~ublishe rates as high as four ercent 0 

arteries s Kiowa core rtery 

se exist for luorouracil alone. So we ave 

:o at there23 f~~o~o~rac~~ in these 

those risk factors need to 

e 1 have two uestions. ne 

ax-ding the slide that you"ve ad u for quite 
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awhile now. You have the recommendation from t 

Mayo Clinic cooperative group and COG who are 

leaving these studies, major aspects of these 

s'tudies. Did you survey the other cooperative 

group leaders that were involved in this, for 

instance, southwest Oncology Grou Do you have 

ny ~~rnrn~~t~ that the ade? 

DR. ~r~~~~: I don't have specific 

ents from ~~~~. We have talke to Dr. ichard 

~chilsky at CAM2 who also i~di~ates that he 

rn~~ly uses the Saltz imen on trial 

sff study an that he ives it with full doses to 

start. 

. is was a letter of some 

30rt to all the ~~~~erat~ve rou chairs and S 

is that what ha 

done? 

. ere asWt a survey, 

se * Dr. to Waite a letter in 

is review of t 

Zata, ou've reviewed were s 

Kit him and i t of these ew data an the 

e results of the NCCT into 

:ontext he's indicated that he feels that c 

ire not a 
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~~~~~~~: Then to clarify, going to 

the actual. objective data on page 1 you show t 

data that raised all. this concern with the GO-day, 

all-cause mortality, generate a lot of activity and 

you did the analysis which I again also cowherd 

you. It93 very co prehensive, even though it. 

require in caky case cross-stu y ~o~~ar~~o~~ ut I 

think that"s useful in getting the full picture but 

what you found actually, since again you've brought 

iSSUe' and issue at the table really is just 

3 labeling issue, an vise people, is t 

p3u went throug all this extensive analysis nd on 

e slide t at you've shown twice on age 70 and 

Zhen you came ack to it as your ey co~c~~sio~ on 

page 95 to ick up on w Jayney says does 

mean if we932 oing to stick to 

the same statistical issues that we live y did not 

id -- not worse, in fact, 

s to me Ji lY 

icantly b 

torical controls wit ~-~~/le~covorin* So hat 

y'ou fowl osite. It's 

it" not increase ~ific~ntl ecrease o- 

da So the question is woul,d you 

suggest ~tti~g in the insert that t e addition of 

CELLAR R~P~RTI~~ ~~~F~Y~ XNC. 
735 8th street, S.E. 

~ag~~~g~~~~ D.C. 2~~~3-2~~2 
(202) 546-6666 
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CPT-1.1 reduces 60-day mortality over S- 

/~e~~Qvori~? 

[Laughter.] 

DR. ~rLL~~: I think you should take a 

vote on that right away. 

slaughter. 

DR. I thigh t at weIre tryi 

e careful here to say the rates as Low as 

reviously established r averVt one any 

formal statistical analysis of this. This is 
e 
urel a descriptive analysis. 

R. Itfs not descri 

have confidence intervals ere and they clearly 

don't overlap so X t ink if certai ly you've 

ly done t e statistics, ma e not present 

ence interval. on t oes 

a-p with t e two largest tudies, t aY0 

and 

I ca say uite ~o~~stlyf 

ave ot looked at that. II just don't t ink we're 

that t ecessarily 

lower, w "re just sayin at they're not her 

DR. L~PP~~~: ut again8 i raw 

a line across the ta le, across the chart;, you'll 

MILKER R~~~R~~~G C~M~~~, INC. 
735 8th street, S-E. 

~~g~~~gtu~, D.C. 2~U~3-2~~2 
(202) 546-6666 
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see the confidence levels don't overlap which beams 

that they're significant. 

DR. ~~~~~~,RG: This is Richard Goldberg 

and I'd like to make two cotnments. One is that 

Robert Comis and Mike OfCome asked me to speak 

on behalf of the coalition of cooperative s if 

a ~~est~~~ arose. The letter that Michael. 

3rConneZf sent he sent in his capacity as t 

designate leader of t e NC1 GJ cancer program in 

It refLects a consensus of 

erative group chairs so SLOG, CALGB, 

!!i333G f CCTG’ acre all agree wit 

that was u there or so long t at we would not 

tiant to see this restricted. 

4 I was just won Y YOU 

also ~~c~~d COG an not the ot 

ual groups ut anyway thatfs a mute oint. 

I was just trying to clari y where you 

* In essence, Dr. Gomis is the 

the Gaalition of Cooperative his 

inion was 3IXYK.i BANG f ~A~~~~ 

~~~TG and P. at regard I? also note that 

~~zzis fro 0 ha ev~ewed t ata an 

flancurs wit this opinion. 

DR. : Ms. Forman? 

MILLER R~PORT~~~ ~O~~~, IMC. 
735 8th street, 5.E. 

~a~~~~g~~~~ D.C. 2~~~3-2~~2 
(202) ~4~-~666 
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MS. FORMAT: In looking at the age range 

of t;he patients that were e Sal-t% studies they 

range from 25 to 85 years old which certainly is a 

very wide range and a lot of variables that you 

would consider in t ose age differences. Do 

ave statistics on the average age of t 

die c3n th altz regimen or even specific a 

DR. ~LL~R: Not specific ages, but w 

can say is t e 60-day all-cause mortality 

rate' if we want to arbitrarily divide the 

ulation at 65 we're at .8 percent for those 

ercent for those over 65. Of 

course, the age as a redictor has not been a ood 

predictor. Of course, it's a continuous varia 

you establish whether a certain 

patient is old or young? 

;hTe haven't seen evide t cut offs in the ata 

Rej ve looke at age as co~ti~~o~s var~ab~e. 0 

there asnft ear signal t at age would 

useful as a redactor o can rovide 

3cme ata i ose in that regar 

avenf t see as useful. 

. 0 are yau sayer 

information is availabl 

~rLL~R: Yes. I'd 

~~~~~R R~~~R~~N~ CUM 
735 8th Street, S.E. 

~a~h~~gta~~ D.C. 2~~~3-28~2 
(202) 546-6666 
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to you. If we la& at efficacy from  the group of 

patients who received the ~~~bi~ati~~ therapy on 

Study 0038 you'll see the times between progression 

is very si etween those patients younger and 

older than 65 and the survival is virtually 

identical. You go to the next slide, you'll see 

here the TP curve, nd to the next slide the 

survival curve. And if we go on from  there we had 

iitone a logistic, a muLtivariable analysis, COX 

re~~essi~~ analysis an survival in this trial. 

As you can see these are t e types of 

resent at baseline that redicted 

~i~~ifi~a~t~y for outcome, treatment was still 

~i~~ifi~a~t whe adjusted for these factors. e 

#as not among those f e ave some ris 

Eactar sli ame was true 

kcith the auillard a the ont and the 

regimens t e was not ong the rognostic 

0 on. e 

actor 5Ji As you ointe out cme of 

she adva~ta es of Stu 

pi-xw-i a ective of 

na en to various atie~t it different otentia 

risks. 

is instance, age, you can see that < 

~r~~~~ ~~~~~~rN~ CON Y, INC. 
735 8th. street, S.E. 

Washington, D.C, 2~~~3-2~~2 
(202) 54f;-G66(5 
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there is quite a reasonable distribution of a 

aczross the trial. We can 0 on. So these were 

well. represented in the study- In the overview of 

patient ri&k factors that's p‘roirided in your Or)AC 

brochure we tried to summarize this in a kind of 

s~~e~ati~ point here. Let's go to the next one. 

Fde ave t age one. artunatel , that slide 

isnft there but in any case that row for age wouL 

at there was no significant effect of a 

terms of ~redi~t~~g utcome in ter s of toxicity. 

LetQ3 look at age conti ere 

relative to t elihood of any rade of 

You ca see that it's just not a 

Fredictor of t elihood of having severe 

Sarrhea. e go to t e next slide. This is in 

3t.u 303, our11 see the sake attern 

~e~trope~~a s well, ~0~~11 see t attern, 

at you really c 

~~t~o~e * e next sli e same again for 

v303, 

~~~a~~y, if we loo 

?~ar~~~~~i~e~i~ can. have Larr 

Schaaf, our clinic 

stu that actually farnalily ~~~~e~ at the clinical 

a~~aco~~~et~cs factors with this rug as 

~~~~~~ ~~~~~~~N~ C~~~~Y, INC. 
735 8th Street, S.E. 

~as~~~~t~~, D.C. 2~~~3-28~~ 
(2~2~ ~46-6666 



related to age. 

MR. SCHAAF: Larry Schaaf, clinical, 

pharmacology at Pharmacia. This was a study that 

was specificaffy conducted to- ILOok at the 

evaluation of patients less than 65 and greater 

In this particular slide I'm sfiowing you 

a~~aco~i~et~cs results. atients 

that were fess than 5 and 52 patients that are 

greater than or equal to 65. e top half of 

th lide are t e ~axi~u~ c~~ce~t~atio~s and area 

mder the curve resent exposure to GPT-11 

md on the tta e curve are t e C-maxes 

3n their end of the curves for SM3 

I think you can look at t ese numbers and 

see tha virtualXy the ht on top of each 

2ther an in our tria have not seen any 

ication t e relates in an changes in the 

ara~eters for C T-11 or SM38, 

re those total. dru levels 

3-r lack -- 

R. SC : Those are total rwJ evels 

e ave co~siste~t y ~ea~~red in our ~t~di~~. 

R, NE Than 

Yes, the issue about arbitrary 

~~LL~~ ~~~~~T~~G COPE? , INC. 
735 8th Street, S.E. 

~as~~~~t~~, D.C. 2~~~3-28~2 
(2021 546-6666 
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dose reductions in general people think that's a 

ba thing. It's sort of hard to get a handle on 

because every patient obviously can only tolerate 

what they can tolerate and it's an individual 

A lot of times at the en of the trial 

there wiI1 be retrospective analyses trying to look 

at does dose i~te~si y correlate with improved 

o~t~ome an those types of analyses are always 

~ra~ght with potential. biases in that a lot of 

times the patients wit poor ante status 

tolerate the drugs more oorly so they have a lower 

dose intensity over the time that they're on tudy 

PSI they have a worse outcome. 

So even if you tried to do somet 

LOO attests of nce status 0, 

then you' r starting to fragment t ers SQ yo 

0X-l" real have enoug to tell. So I think that 

Dr. ht now ta sort of 

ook at the lower se to see i 

their outcome -- I mean r eyfre not 

really ra use versus the lower 

z3oses vers ramo~t ut at 

ay to sort of eliminate some 0 

oundin factors. ut I: on't know if 

y of those leaking at 

~~L~~~ ~~~~~T~NG COM 
735 8th Street, S.E. 

~as~~~g~~~, D.C. 2~~~3-~~~2 
(202) 5~6-6666 
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dose intensity and outcome and tried to correct for 

e potential ias of impact of performance status 

on any of your trials= 

DR. Tt"s pretty hard to 

you point out. ink that ~~fort~nate~y the data 

in general with c~emothera ies tend f30 show that 

patients who get less -- it' not that 

get less dose do worse, it's the patients who do 

gorse get less ose. d to show 

that here. 'We havenit looked, for example, 

patient receivin 125 versus 100 starting in cycle 

swo al;zd the res Onse rates time between regression 

3.x-i survival. are virtually identical in t 

detected po~~~atio~ through the ata here. 

You can see that those starting c 

I these are data fro 

tratio~ trial have simi ar confirmed respon 

rate etween regression and survival as 

those tartin cle at IO ut 

35168 you get elow that you start to see ro off 

and those patient 

performance status. 

. CdZO? 

DR. n"t ~ha~a~te~i~e our 

~is~~ss~~~ ere as ein I think it's 
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actually a very good thing. I want to just 

Goldberg and the NCCTG and also 

macia for really jumping on this issue. bile 

it might give Dr. Goldberg insomnia I think there 

are a lot of people who actually sleep ore sound 

crowing that these ind of oversight mechanisms for 

3ur large trials are in p iLler 

9s QU pointed out a lot of the concerns are raised 

Era a cross stu parison which is really 

d~ffi~~l~ 

so I t youf re correct, we really can't 

3e initive here but I think e can be prudent. 

tnd lookin again at some of the recommendations 

nad by the ~othe~berg committee, 1 think the 

overall essage there is to have a healt 

Ear some of the toxicities of the ~ombi~ati~ and 

oint out too for so 

~~~~e~~ovori~ alone re at people might 

~-vex-look a little So one 0 e ~~estio~s~ 

L" ittle surprise e most recent 

lecision is to not make 

e modifications in t 

e ve s c~f~ca~~y relate 

ea w~~~~ obviously is a major concern 

report. In the 
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case of somebody getting the Saltz regimen that has 

grade diarrhea currently the recommendation is to 

continue to treat those patients with a dose 

z?eduction but can you continue to give chemotherapy 

wit the irinotecan, 5-FU? So t:hat means somebody 

who is havi g six or even mure watery bowel. 

~~vements a eir baseline would tin 

~o~ti~~e to get c emutherapy base e current 

el re~omme~ And as actually you ointed 

out in you ~rese~tat~o~ even the oswell Park 

fmen where we just give 5-FU an Jeucovorin 

ly re&omme~ds holdi~ treatment for 2 ours 

until the iarrhea resolves. 

now, an ctually a 

is to Dr. Saltz and r. Gofdber t if they feel 

le with the current dose 

ey exist on t e label. ri 

now? 

uess 1@d just ~omm 

ase on the data we ave 

availa e an the commu raetice 

study here f0U.n that raetitioners were in 

fact systematic ivi~g fu11, doses wherever they 

at was appro So it seems as if it 

wa different ~~r~~msta~ce rum that 

~~~~~R REPORTXPJG COMP 
735 8th Street, S.E. 

~as~~~gtQ~~ D.C. 2~~~3-2$02 
(202) 546-6666 
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with other drugs, doxylcapsidabine, where eople 

more reticent about giving full uses 

arbitrarily and right from the start. 

In terms of the dose modification 

provisions you"re absolutely correct, we point out 

at the current revisions are the atients who 

nave rade 3, 4 ot receive treatment, 

zhose who have grade received a reduced level and 

ave a grade 3. to contin 

:urrent dose level. 1 think that that's something 

tha we/d li sc3me e committee on in 

ould we have an 

emutherapy or clay for to ensure 

f. 24- our diarr erio as Dr. 

2nd DL Petrelli efore him had recomme~de 

lon't now 8 Len c s you wan 

lrher you're headin 

DR. e issues are complicated 

primarily ecause w ?re tryin to balance what is 

good clinical ju ent propriate an 

oratory ~estri~t~o~ a so on and w eople 

e specifical to1 ey can and carrot 

~~pe~ie~ce su sts that 

ies that present today suggest that 

~li~i~ia~s are baling the rig t judgement in t 

DULLER R~~~RT~~~ CO&W 
735 8th street, S.E. 

~as~~~gtQ~, D.C. 20003-2802 
(202) 546-6666 
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vast majority of cases. e degree all 

~hemutherapy safety is going to be dependent on t 

clinical acumen of-the doctors that are 

administering it, 

We?e going to have to rely on people to 

exercise judgement regardless of what is written in 

a&age insert. In terms of astrally ractice 

I suspect the comber of people that are actively 

aving grade diarrhea at the time that they show 

up an y get treat ent is fairly ~QW and 

~o~ld have virtu 0 impact on actual use of the 

imen regardless of what is ritten. 

di make the ecision in going forward wit 

patients on t e study to not have atients receive 

treatment if they ha ay of or wit 

24 ours e actual treatment- at seemed like 

a rudent safety easure at t 

somethi~ that 1' whether it's 

islate or we can leave 

eme~t of various le involve 

e the chair*s tive for a ent to 

tinue this li e of questions. It seems to me 

that a pat age insert s ould address the best 

clinical. ju ement, If you're te ling me t 

M~LL~R RE~URT~NG CUMP 
735 8th street, 

as~~~~~~~, D.C. 2~~~3-28Q2 
(2021 546-6666 
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cooperative groups are saying that grade 2 toxicity 

ea patients do not treatment but the package 

insert says it's okay to treat them, J think that 

disconnect is a littXe bit datigerous. Ironically, 

maybe the reason that the c~~~~~~ty oncologists 

have lower toxicity levels is because nobody 

believes t at that’s safe to do. But I think t 

naybe this needs to be looked at a little bit more 

aarefully. 

1 don't think anyone woul say it93 

nandatin at they not get treated but certai 

pm want your package insert to reflect what is 

Dest clinical. care and J take exception a little 

e fact that it"s okay to leave t 

,wo toxicit as being okay for treatment at full 

lose, or at any dose. 

R. I just want to reiterate t 

is concern as 

gel1 e ave the ata, the current 

e insert an that I've showe 

R se gement at this time on t 

ect that youf ~ec~~~e~d ot 

3. W 

dUC!Ci? 

Since the age issue was 
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called into, I feel. compefred in to making a couple 

of issues. First of all I completely agree with 

you that age is a continuous and it's very 

difficult to decide who is aged and who is not 

1x1 fact, more it's very difficult to think 

at when you talk about people over 65 you are 

really talking a ~rn~ge~euus raup of people 

etween 65 and 85 there are 20 years of difference 

an that ~~~~ably ore consequential in terms 

3f function than a ifference etween 20 and 

n t=his respect, these are t e data from 

rn~~ta~ity data that r. Extermann 

l3S for* As cm can see the mean a eople 

y death was 70 which was a out 10 years 

fier than the an age of tfie eople enrolle 

the study, so five years ut it's the can 

sge of the eople were alive was below 60. nd 

what is interes 

e Ear people who -FU alone 

for died wit T-11 was around 

oint I' ake is I thin it's 

ata, not to t~~~k that 

akes e differe Of course, 1 onct 

nk that a use as a single 

factor, t ata that you skrowe 
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about pharmaeokinetics are very important. X 

however, that age sfiould be used as a 

special work. Two4ssues came out today that have 

not been discussed in this resptict. 

One is the issue of comorbidity. 

people ave much more comorbid condition than 

ou~ger people. Linda Fried fro 

foxed out that in people in their seventies t 

sverage number of conditions was about four, so 1 

think that accounting far t at; ~omorbidity in 

ta the ante status may e an 

important issue. The second issue is what came out 

Dr. pman pointed that says the factor in the 

~ornm~~ity, the survival. was certainly not worse an 

e a~ad~rn~~ center an 

e fact that in t 

dmjssion to t e hospital for ydrat~o~ 

letion is muc ore aggressive of what it 

is in the aca ic betters ere atients come fro 

3far. In other wordy, a not make any 

ki.fference i the drugs ut if 

an a rsun lives es away from the 

t center a that ersun is ot a itte 

Ear fluid epletio~~ at person is rn~c~ more 

Likr?ly to die with the vascu ay syndrome than a 20-, 

EP~~~~~~ CORPS, INC. 
735 8th Street, S.E. 

~a~~~~g~~~, a,c. 2~~~3-2~~2 
(202) 546-6666 
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year-old who can come back much easier to t 

ent center. 

So I really think age should -- by a31 

means also on the basis of Sargent's recent meta- 

analysis and on the basis of tbe record that show 

by any means age shooed not be iscriminate about 

treatments ~wever, age I think should e a warning 

signal to look for t roblems. I. don"t know if 

you ~ornme~t* 

* ~r~~~~: f course I"d just again 

we divide tlze po~~~atio~ 

itrarily at you don't see increased 

mortality in this group We haven‘t looked at a 

as a conti UQUS variabXe for in ~~~~~~cti~~ wit 

?e~forma~ce stat for example, for early risk 

Eactors. at you tend to find, maybe we can 0 to 

3 try to walk ou through, 

Loo t C-20 ine adverse outcomes, for exarn~~e~ in 

ita~i~atio~ ~s~o~t~~~at~o~s or eat 

3urin e first cycle and look at just t 

?e~fo~rna~~e stat s 0, 1 patients Y i%FL 

:he curve t e fre~ueR~ of an 

wents across the s ars so there93 -ju 

- it's retty flat curve overall. 

en put the PS 2 atients on, YOU 

~~~~~R R~~~RT~~G C~M~~~, INC. 
735 8th streetz, S.E. 

~~~h~~~tQ~~ D.C. 2~~~~~2~~2 
(202) 546-6666 
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see there are far fewer patients and you see more 

va~~ab~~ity in the curve but you don't see that age 

is clearly a predictor here because of the fewer 

number of patients- Tfie point 1 think is that the 

performance status drives what happens to patients. 

;hTe go ta the next slide, here's tile 60-day, all- 

cause mortality. Again, u see quite a flat curve 

in general. across the age range and if we 

superimpose the P 2, in fact, ere for some reason 

ix' coming down ut in essence t oint is t 

2 levels are above the age level. 

so think your issue about tkte 

ity is important* the potential 

interactions here, the problem is just age isn't a 

zood predictor. x think t at tfiatfs the issue from 

ective of the package insert. 0 we say 

is there a special, precaution at 5, 60, 65, 70? 

just we just do "t know we have the data to 

testify that;;. 

bsolutely. 1 agree with 

e to it corn y issue is 

@he we come to t ould we 

~ta~~~atio~ for eople of 

certain age if t ey develop diary ea and ~0 

That is t oint that T have. 
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we make ia a climate where hospitalization is 

avoide as much as possible for economical reasons, 

ouILd be spend one worth in favor of the older 

patients to make sure that the treatment to them is 

safe. That's all I am concerned wit 

DR. ILLER: I think we're perha 

redirect wa advocating for that, one of 

striking thin s I think from the independent review 

s was that many patients who got to the 

ital, were not placed on antibiotics 

~~ff~~~e~t~ early and sometimes we're not givin 

iotics wit sufficiently ectrum. 1 

zhink that that is an issue that"s of particular 

concern here, that if patients do come in, do get 

itaI.ized, do need hydration i the hospital, 

2ave iZeus colitis, those sorts of things, even i 

t 0Wt have a fever, even if they on't have 

ably justi ied to start 

antibiotics rig That's where we?re tryin 

to -- 

DR. ~~~~T~~~~ 2" ike to ask t 

to remin you ri at this is 

uestio time to sort of clarify some 0 

~ese~tat~o~ issues. WeYe goin ave time 

for d~s~~ss~o~ a ter FDA presentation. 1 think a 
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lot of these issues will. cmme up again for 

discussion within t e ~~~~ittee. 

DR. SALTZ: xcuse me, may I: just clarify 

on that Zast question tfrat we answered? 

DR, ~~~~~S~~~~: Briefly, yes c 

DR. SACKS: Very brief1 I think it's 

ortant to se at is a very accurate 

~e~era~~zat~~~ about taking care of elderly cancer 

atients for what is specific to either irinotecan 

3 either of the i~~~~te~a~~ ~~~~rourac~~-~as~d 

regimens c hen we think about what is particul_ar 

labeling to a articular roduct we have to 

recognize that the same thing may be generalizable, 

I would sugges W~~~~ e generaliza 

y of lung cancer or reast cancer, 

~~e~~the~a~y wit or with~~t irinotecan. we?e 

t~yi~ to look at w ic ta these 

R. r. Blayney? 

I'll try not to 

thi e re~~~~e~datio~s whickr we're 

as e OR has to 0 wit s~p~~~t~ve care. 

XVI-I not sure if it" aciaQ3 rec0 ~e~dation or 

not ut one of them for supportive care is GCSF for 

rester neutropenia. 0 you have data 

MILLER RE~QRT~~G C~~P~~, I-MC. 
735 8th street, S.E. 

~a~~~~gt~~, L3.C. 2~~~3-28~2 
(202) 546-6666 
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to suppart either dose reduction or use of a growth 

factor in s~~~~rt of the white count in that 

setting? 

DR. MILLER: I think that recommendation 

in part came out of the independent review 

~Q~~itt@e' that GCSF might be considered in 

are aving troubfe wit ~e~t~u~e~~ 

@efre nut specific -- we havenft so far 

~~e~~f~ca~~y advoeated this given ASCQ guidelines 

zind GC4; use the rates of eutropenic fever have in 

general been low enoug that it asnct necessarily 

seen required. So at this j~~ct~~e we're not 

specificaLly advising it. 1 think what we?re 

bemusing on is more of the issue of the ntibiotic 

art in terms af t e infectious risks. 
. 

R. ~~R~~ST~~ edman? 

DR. Just a Glari ication fret 

er ecision not to ack to 

ase af 12 ecision 

atient sa 

to test the yp~thesis of 

t=he i~~tiati~ dose havin an effect 0x3. survival. 

R. atient safet ely. 

e ~~R~~ST~~~: r. Sledge? 

DR. S~~~~~: This is somewhere between a 

~~~~~R RE~ORT~~~ ~~MF~~ INC. 
735 8th Streets S.E. 

~a~~~~gt~~~ D.C. 2~~~3-2~~2 
(202) 546-6666 



query and a comment. 1 keep hearing people talk 

about academic versus private practice< ere in 

terms of describing these post-marketing versus 

studies& L)r. MilIler, isn't that just totally 

incorrect? x mean first off the cooperative group 

studies are conducted two-t irds or three-quarters 

e time by ~~i~ic~a~s in private practice, 

putting patients cm the study? And secondly, your 

chart survey i~~~~de patients from VA hospitals 

3x-l academic centers SO 1 mean, aren"t in essence 

out basic similar 

>f racticing ~hys~~~a~s in cases? 

* ~~~~~~R~: Could T actually ake a 

out that? N9741-, which is 

3 ver lex trial. being conducted in the 

in Canada it's e~oMe clear to ecause it?3 

?~oto~o~i~ed it takes some of t hys~~~a~'s 

gement away. I arrays encourage 

nak decisions ed on atient safety and justi 

then in the c less of w rotocol 

says. ittee comes to a 

Four charts, if "t ive treatment that 

you were sup ive eve 

inical ~~d~e~e~t was t 

y dui~g it, you get 

~~~~ER REPORTING C~~~~Y~ Z 
735 8th Street, S.E. 

ashingtan, I3.C. 2~~~3-28~2 
(202) ~46-6666 
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inged. Really the protacolized treatment that 

we're oing is less flexible so that cases can 

compared across the entire study, than is the kin 

of j~dgeme~ts that you and I make on an every day 

basis in the ruom with the patient. So in Mary 

ways it doesn't surprise me that as we're ~ear~i~~ 

about this an ecause it's regimented and 

prescribed it's less applicable and less safe 

patients in sume circumstances. 

DR, I'd comment Is0 that you're 

s~~ute~y rig t, both i terms of the coo 

~~~u~s hav~~g ~~~-a~ademi~ sites and in terms of 

the private ractice or the community ractice 

at we did since it inclu ed primarily 

ractices. should mention again t 

ese sites were s ecrifically selecte 

~ep~ese~tat~ve of t e sort of demographics of site 

giV"in erapy throu bout this country ut it 

also include cancer centers, a 

generally cm wit academic centers Of 

course a couple of co 

0 w were aping to tr et the 

resentative mi, 0th ~~~~~rnsta~~e e 

er thick I: s oint cxkt, e we could 

to the full ose therap uring the first cycle, if 

~~~~~R R~~URT~~~ CQMP 
735 8th Street, S-E. 

~~sh~~~t~~, D.C. 2UU~~-2~~2 
(ZU2) 546-6666 
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we could move onto that. Wehe seen some of t 

slides before but this one here, what practitioners 

are doing, of czourse, is not reducing the dose 

acrc.ws the Iward. They're re.ducing the starting 

dose selectively and the interesting thing is t 

e median total dose, remember it's 500 milligrams 

per meter squared is the do 5 times four in 

e first six weeks, theyIre actually getting 

pretty close to th ere, actually maybe oing a 

Little etter with the C~QSS study ~Qrn~aris~~. 

Part of what t 0 is exactly what was prescri 

example, they ive dose, dose, 

Sx3e f it in week four and make it u in week 

five. So they kee e cadence of the 

gc2i.n and whe you look at t e number 0 doses 

administered in t irst cycle ou see that it's 

~~t~a~~y quite go0 lative to rior trial. 

dmi~istrat~o f of course, ein 

associate with the s~~v~va So it 

s as if they are a to eve1 of 

therapy in this criticall. first c 

ZeveZ that as associate wit survival enefits. 

R. rem? 

* I was just WC3 ering, in terns 
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of whenever weIre looking at toxicities and trying 

to see if there are risk factors and we're ealing 

with a trial with just a couple undred patients, 

ost always going to be almost serendi 

if you see something or not because there93 so m 

inter- atient variability and sensitivity to drugs 

fur a13 t e reasons, ~~rnor~~dity~ ~arma~~genetic 

Sifferences, etcetera, etcetera- I think the meta- 

analysis roup where they looked at the ex 

Wit 5-FU, ad well over a t~~usand 

patients and thin they had pretty signi 

ence that elderly atients and female patie 

increased risk for toxicity. 

3oesn‘t mean that you're oing to necessarily 

nandate a riori dose reductions for them ut it is 

est ~autiQn or 

t more vig~~a~~e in mon~torin atients 

rJhiJe hey're receiving therapy an it mi 

nce what re en you put t 

ter~itte~t~ YQU 

y versus ivin it aI.1 at once 

an en there" ing you c 

y receive aI1 the osing. 

ad ata, 

rou have access to the ata for all the 

, INC. 
35 8th street, S.E. 
ngton, D-C. 2~~~3-2~~2 

(202t 546-6666 
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CPT-11, ~-~~~leu~uvori~ Saftz studies and maybe 

s~rnet~~~g will come out of it. 

DR. ~~R~~~T~~ : Dr, Albain? 

DR. ALBAIN: Actual2.y X wanted to ask you 

if you performed a muitivariate analysis on 

predictors of gra deaths w~t~~~ 50 ays. 

Y-0 showed m~~t~va~iate analysis for survival fur 

not predictors for events. Do you have that ata? 

R. ~~~~~R~ Yes, we do. Let me just UZ1. 

It u 

Apiary: as age in there as a 

variable? 

DR. ~r~~~R: I'll pull t ose up for you. 

rhese are sort 0 s~rnrna~y descriptions of Tables 

LO, 11, 12, an think in the OBAC' ru~h~~e, 

ata. ut hat @'Vi? one 

nere is just try to represent t e depfande 

at were loo at -- II’m sorry, t 

endent varia les that were looked at a then 

Tes here i~~~~di~g death withi 

~os~~ta~~zatio~s' 

zttcetera e ivided here into t 

hat ar own more sort of sym 

zhen these t at are more conse uences SQ you t--an 

e~fo~~a~~ status show up fairly 

M~~~~R RE~~RT~~G ~~~~~Y, INC. 
735 8th Street, S.E. 

~a~~~~~t~~, D.C. 2~~~~-2~~2 
(2021 ~46-6666 
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frequently, age and this logistic regression 

an;tlysis did not. 

Gender was with women who are a little 

worse here in grade 3-4 but interestingly not 

al.1 in grade 4 sporadic finding with prior adjuvant 

therapy but that didn't seem to ave an. influence 

0 any of these other factors. e go to the ext 

slide. Here the same data from V303 and a better 

ris gain you see ~rformance tatus 

here, febrile neutrope~ia a little it more 

in older atients at didnt resuft in ore 

ita~izati~ns or deaths, etcetera. nd then 

prior radiative thera y seemed to be slightly 

increase e risk for diarr ea here, on t 

a series of ase II stu 

een 100 at the signals have een a little mi 

In some instances therefs 

for example, from some studies one at 

hat prior radiation ther 

he risk of n utropenia an 

ave sai Qf he case. e 

s been true for iarrhea. e 

IQ0 

es of asso~iat~u~s ere, 
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generally of fairly marginal significance in such a 

Large analysis. White count interestingly, 

elevated white count was associated with less' 

enia as we might expect but this is a known 

rognostie factor for poor outcomes in terms of 

survival and so showed up here in this analysis. 

Then the final slide shows the same thin 

for V303. Then again shows that one arrow 

function predicte somewhat for certain types of 

events. 1 don't t we can rely upon t 

hush because there"s not a consistent attern 

t for ~erforrna~~e status. 

DR. ut actuafly I think that's 

pretty owerfu~ sup art of what alducci just 

pointe out. r fact, in the model age er se was 

not an independent adverse factor whereas 

?erforma~~e status was and per aps high white 

:Jount. 

. 

. zr : Two issues. One I just to 

rify for Dr. at the is 

ctice WhiC you use 

y refe~r~~g to 0 f protocol use was lower but 

sv-en the ~ooperat~v~ grou ies close to 

3 roval re co~s~ste~t~y ower than in terms of 
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6O-day, alL-cause mortaZity than their hi.storicaJ 

controls wit ~-~~/le~~~v~r~~ alone. ut getting 

to the age issue, and f: don't -- maybe you can show 

that sXide in response to DL BaZducci. Since 

we"re talking about prudent ~ec~~~e~dat~~~s 

~~te~t~a~~y to put in t e label there seems as 

ere is sQ~eth~~ going on in the 

~e~~~~~a~ce status ~~~~ s we're interested in. 

In that curve we showed t 

~~~ta~~ty~ the first slide you s owed, 3Q-day 

YOU ivided by erformance status. 

You ad two curves, e~~~~~a~ce status -1 and 

~~~~~~~a~ce status 2 and lotted the trend 

3ge. e only point want to make is t 

age 20 or 3 rolbably represents a 

very small, ~~~~e~ of patients and there seems to 

somethin ~Q~~~ on, ere was a trend in that 

R. you can ga to t rfor 

one with t ed events. hese are co 

events # so t e ~e~tr~pe~~~ fever 

~t~~~~at~Q~ d~sc~~t~~~at~~ s or deat 

3 S ithin the first cycz 0 this is a 

ose ~~te~t~a~ events. 

e of the issues is 
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erformance status patients, 2 or 3 and SO 

it's the 0-f. group that we?re focusing mostly an. 

In that group when you eIl.iminate the few patients 

that are under 40 on this, there is something going 

on with older age. Again, r don"t know if it"s to 

t oint where it would make some s~ggest~~~s on 

mxre rigorous supportive care but S think there's 

e sort of trend t 

DR. ILLER: The sense is that per 

:here is -- 

er~~rma~ce status 

I-1, 

DR. Z ~~de~sta~d t 

3e~~~~rna~ce status O-2 but ere f 

ihat oes this ean? 

DR. The oint T" t~y~~g to make 

-s that the ably a very small ~~rn 

They' re y~~Ag atients. 

e e*re 

>atients here. 

. I? : 

rra aller num atie than the bli 

rn the 1efL is is just a s 00th scatter lot 


