ONCOLOGY

Update: Novel
Therapies for
Pancreatic Cancer

mod lethd cancarsin adults with a

mortdity rate of 90% within the
fird year folowing diagnoss Sill, new
trestments have provided much hope and
Coumbiaand Welll Corndl rearchersa
NewYork-Presoyterian Hospitd have been
gearheading invegigaionsinto new com-
pounds being devd oped and tesed for
edfic molecular targetsthat may ulti-
matdy contributeto the fund of knowl-
edge about which dementsae criticd to
mdignant growth.

@Dne agent isavirustha infects and
kills pancregtic canoer odlswith the RAS
mutation, which isthemos common
mutation observed in pancregtic cancer,O
sad Allyson J. Oceen, MD, who works
with coinvesigaors Maureen E. Lane,
PhD, gedtroenterologigs Mark Pochapin,
MD, and Fdice Sthndl-Sussman, MD;
and oncologig Joseph T. Ruggiero, MD.
QWe have been heavily invdved in the
predinicd work in odl linesand animas
and we are now working on the protocdl
for adinicd trid. There hasdready bean
ome prdiminary dinicd work in other
glid tumors and we aevery exdted
about itspatentid in pancreatic cancar.O

NewYork-Predoyterian/Well Corndl
ispart of the Pancregtic Canoer Research
Team (PCRT), anaiond consortium
areated for both badc ressarch and multi-
center tridsunder the direction of Danid
Von Haff, MD, of the ArizonaHedth
Sdences Center. The PCRT, with which

seePanceatic, page 4

P ancredtic cancer remains among the
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MammoSite’s Results Present
New Options, Opportunities

Case Study

The advantages of partid-breedt radia
tion have long been recognized &t
NewYork-Presyterian Hogpitd, where
invesigators have been leadersin devd-
oping and teging optionsfor its
ddivery. Few other cancer centersin the
world have comparable experience with
thistechnique. Weill Corndl oncologiss
a NewYork-Presbyterian Hospitd have
along higory of usng brachythergpy
with iridium sourcesimplanted a the
time of surgery.

In 2002, adevice caled MammoSte,
with arefined method of ddivering
brachythergpy, was gpproved by the
FDA. Phyddansa NewYork-
Presbyterian/Well Corndl began usng
the device soon ater FDA goprovd. Such
extendve experience with MammoSte
hasled to adear underganding of which
women arethe bes candidatesfor thisor
other forms of adjuvant thergpy with

Ovarian Cancer
Minimally invasive laparoscopy surgery
may be an option for patients with
early-stage ovarian carcinoma.

New Hematdogy/
Onodogy Chidf
Edward P Gelmann, MD, recently

joined NewYork-Presbyterian
Hospital/Columbia University Medical Center.

Breest Cancer
New research grants expand our
understanding of breast cancer and
may lead to new treatments.
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In the MammoSite procedure, a balloon catheter is
inserted into the surgical cavity left after removal of
the tumor.

partid-bresst radiaion and which should
gill betregted with externd-beam irra-
diation of thewhole bresgt. Rather than
jugt 1 or 2 goproaches, oncologidsd the
Hogitd consder avery broad aray of
optionsfor each paient, induding those
within adinicd trid, which ispossble
a aleading trestment center.

@Dur interest in partia-breegt radia:
tionisactudly pat of an overdl
gpoproach to minimdly invasve treat-
mentsfor early-stage bresgt cancers O

seeMammosSite,page 7

Current Trendsin Genitourinary
Mdignandes Third Annua Conference
Qido 27, 2007

Advancesin Colorectd Cancer Thergpies

Web Cat

Adinvad
Omrelaparosoogris@hand-assiapei@scopi
surgengwpproadbesnimalthyasisergery.

For more information, please visit
WWW.nypcancer.org
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Hospital Explores Minimally Invasive
Surgery in Ovarian Cancer

[though gynecdl ogic cancers such
asoavicd and uterine are often

trested with minimdly invesve

lgparosoopy surgery, thetechnique
remansan experimenta procedurein
Hetted paientswith early-gage ovarian
cardnoma, according to oncologigs a
NewYork-Preshyterian Hogpitd.

Minimally invedve surgery is possble
in asubset of carefully sdected women,O
sad Thomas Caputo, MD. For example,
oder patientswith early-gage dissese who
cannot tolerate open surgery because of a
higher likdihood of adverse events may be
candidaesfor algparosoopic procedure

J =

more effective adjuvant chemathergpiesto
tredt theremaning dissese, noted Dr.
Caputo. Better chemotherapies could be
usd to debulk tumors the remainder of
which could be removed with [gparoscopy.
(Ressarchers nesd to belooking for more
active chemothergpy drugs and com-
pounds Ohe sad.
Althoughminimallyinvasivesugery
is anoptionfor early-stagdiseaset is
not well establishetbr advancedancer
saidThomadderzogMD. Most
advancedasesequireextensiveugery
anddebulking,whichis performedising
openincisionsManagingadvancedvar

Doctors perform paraaortic lymph node dissection for ovarian cancer using a laparoscope.

With exrly-dage diseess, it isgill pos
gbleto remove cancerous tissue through
gndl inddonsusng algparosoopeif Sag-
ing has been completed, sad Dr. Cgouto.

However, themgority of surgery in
thee paientsis gill paformed usng an
open prooedure. Right now, the gadl isto
try and remove as much tumor as possble
and we recommend being as aggressve as
posibleOhe sAd.

Incressing the use of minimdly inva
dve aurgery for ovarian canoer may require

WWW.nypcancer.org

iantumorsthroughalaparoscopEanbe
difficult becauserganssuchasthe pert
toneumandbowelsneedo bestripped,
heexplained.

Othe aress of the body to which
advanced dissase may Joread indudethe
abdomen, digphragm, and the pdvic
region, added Dr. Cgputo.

Performing debulking of these organs
often would take too many hours
through alaparoscope, sad Dr. Herzog.
However, with future technologic

advances, physicians may one day be
ableto utilize lgparascopy for women
with advanced ovarian cancer.

(Wee ssen tremendous improvement
in minimaly invasve aurgicd technolo-
giesOsdd Dr. Herzog. For example, cam-
eras and equipment are better, asisthe
underganding of what physdans sse
through the scope, he sad.

Although debulking lae-gage ovarian
canoe may nat currently be awiddy usd
option, lgparascopy is ometimes aussful
tod for daging the dissase in Het
patients sad Dr. Cgputo. For diagnogic
purposss the lgparasoope dlows surgeons
to determine whether patients should pro-
cead with adebulking surgery, followed
by chemathergpy, or whether the cancer is
not debulkable, he explained.

Qwith alagparoscope you can ook
around and decide how much you can or
cannot do,Ohe said. However, he enpha
dzed tha usng lgparoscopy for gaging
paientswith ovarian cancer is ill
experimentd.

Gynecdlogic oncologigs generdly use
| gparosoopy to examine pevic mases up
to 10 om, sad Dr. Herzog. These masses
areremoved through lgparoscopic ports
and afrozen ssction examinaion isper-
formed to determine whether or not the
growth is cancerous, he explained. If
resultsare maignant, the physdan can
determinethe extent of the patient@dis-
ese by usng Igparosoopy and teking
biopges of the omentum, peritoneum, and
pdvic lymph nodes

Minimdly invas ve |gparoscopy sur-
gery ismore often used to remove
endometrid, utering, and some cervica
cancersNl situations in which the tumor
isnot bulky and surrounding lymph
nodes are smdl enough to come through
port dtes sad Dr. Cgouto.

Physcians are able to accomplish the
same lymph node yidd through mini-
mally invasive techniques aswith open
surgery, sad Dr. Herzog. Quaparoscopy
isusudly thefirg option for many
paientswith endometrid and cervicd
cancers, and they are often ableto go
home the next day,Ohe added.



(How much you really gain
from robotics as compared
to traditional laparoscopic
gynecological surgery needs
to be evaluated in a scien-

tifically rigorous forum.0O
Thomas Herzog, MD

Improvementsin treating gynecol og-
ic cancers with minimdly invasve sur-
gery may occur with new deve opments
in robotics In patientswith ovarian
cancer, minimaly invadve robotic sur-
gery, Gnight be used in some cases
where predise dissection is required,O
sad Dr. Herzog.

Regardless of the cancer type, 1 draw-
back of robotic |gparoscopic surgery is
tha the physcian losestacticd sensa
tion, sad Dr. Herzog. Bendfitsindude
the generation of 3-dimensond com-
puter images and very little tremor.

QHow much you redly gain from
robotics as compared to traditiond
| gparoscopi ¢ gynecologica surgery needs
to be evduaed in asdentificaly rigor-
ous forum,Osad Dr. Herzog.

Thistype of gudy has dready
occurred in progae cancer, and
researchers found that robotics had
advantages over traditiona lgparoscopy
in certain cases he sad.

Ultimatdy, the type of surgery cho-
sen for gynecologic cancers, whether
open or minimaly invasive, isbased on
each patient@individua needs, condud-
ed Drs. Cgputo and Herzog.

Thomas Caputo, MD, isDirector of the
Divison of Gynecologic Oncology &
NewYork-Presbyterian Haospitd/Weill Corndl
Medicd Center, and is Vice Charman of
Obgericsand Gynecology & Well Cornel
Medicd College

E-mal: tac2001@med.corndl.edu.

Thomas Herzog, MD, is Director of the
Divison of Gynecol ogic Oncology &
NewYork-Presbyterian Hospitd/Columbia
Universty Medicd Center, and is Professor
of Clinicd Medicine a Columbia Univerdty
Callege of Physcians and Surgeons.

E-mall: th2135@columbiaedu.
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Pancreatic

continued from page 1

Robert L. Fing MD and histeam a
NewYork-Presoyterian/Columbiadso col-
leborate, provides accessto atumor bank
thet will increase resouroes for tissue sam-
ples it dsleadsin sudies of the broad
aray of agentstha are coming forward in
dinicd devd opment.

(helig of targeted agentswith prom-
isin pancregtic cancer islong and get-
ting longer. In the PCRT, some of the
agentsin dinicd devd opment indude
aurorakinaseinhibitors polo-like-kinase-
linhibitors imidazaine smal moecule
compounds, Rav-12 monodond antibod-
ies angiogenessinhibitors and Sc kinase
inhibitors ODr. Ocean sad.

(We have devd oped 6 new regimens
for pancregtic and neuroendocrine cancers
that have been or will betrandaed tothe
dinic, and sverd are very promisng,O
added Dr. Fine On sudiestha were
recently completed with anew regimen,
we antidpate the highet rates of repponse
and survivd ever achieved in patientswith
metagetic and inoperable non-metagatic
pancregtic cancer. OAlthough he cautioned
resultsmug be duplicated in large, Phase
Il sudies @he most encouraging agoect
of thisressarch istha it was concaved in
our lab, 0 we undersand the molecular
and biochemicd mechaniams and this
providesuswith indght for modifying
regimensfor grester ativity or sfety.

(rhiswork heavily depends upon
expertsin many fiddsOsad Dr. Fine
According to Dr. Fine, surgeons John
Chabot, MD; John D. Allendorf, MD; and
Beth Srope, MD; gegtroenteralogigs
Peater D. Sevens MD; Hardd Frudht,
MD; and SravosN. Sravopoulos, MD;
pathdogis Hden Rematti, MD; sden-
tigsPaul Brandt-Rauf, MD, PhD, &D,
and Gloria Sy, PhD; and medicd oncolo-
gigsWilliam H. Sherman, MD, and
Michad J. Hdl, MD; and other multidis
dplinary research sentigs have made
vita contributionsto thisresearch.

QWithout our laboratory siientigs and
thedinicd expetise of my pexs the suc-
cessof thetrandaiond research end dini-
cd achievementswould not be possble O

WWW.Nypcancer.org

Dr. Fine added. Tl ose collaborations of
our cancer center aentigsunder the leed-
ership of Ricardo Ddla-Favora, MD, fadl-
itatesthe devd opment of novd thergpeu-
ticsa Cdumbia®

Ohhe list of targeted agents with
promise in pancreatic cancer is
long and getting longer.O

—Allyson J. Ocean, MD

Theregimen providing the grestest
ativity o far observed isknown s GTX
(gemdtebine, docetaxd, and capeditabine),
which demondrated synergidicin vitro
and subgantid antitumor effectsdinicdly
in lae-gage metag aic pancregtic canoars
and isnow bang gudied for earlier usein
shrinking nonressctabletumaors The
GTX work was presented a thisyear®
annud megting of the American Sodety of
Clinicd Onocdlogy and the American
Asodation of Cancer Ressarchers but
there are ather exdting new thergpies
being devd oped and patented in Dr.
FineBlab. Theseindude anew spedfic
genethergpy tha only killscdlswith
mutant radmutant p53; apeptidetha
only kills cancer cdlswith mutant p53;
and anew form of chemaothergpy tha does
not utilize the conventiond toxic agents
Importantly, the genethergpy and the
peptide do kill premdignant pancreic,
breed, and colon cdls before they become
cancars All are moving forward toward
dinicd devd opment.

At NewYork-Presbyterian Hospitd,
interdisdplinary colleboration iscongd-
ered essntid tothe efortstoinoreasethe
ratio of curesto trandgent remissons The
primary god of thiscdlaboraion isto
increase the number of tumorstha can be
resscted, which isthe only trestment asso-
daed with dgnificant rates of rd gpse-free
aurvivd. At NewYork-Presoyterian/
Coumbig, Dr. Fineworksdasdy with Dr.
Chaboat, who hasworked to expand the
definitions of ressctability. At NewYork-
Presbyterian/Well Corndll, Michad D.
Lieberman, MD, hasd o been attively
involved in cdllaborative eforts

Qe have recently been warking to
combine chemaothergpy with thergpeutic
radigion in the necadjuvant sgtting to
increase the number of pancregtic cancers
that can be made ressctable ODr. Oceen
noted. Her team worksin colleboration
with redigtion oncologig David Sher,
MD. O'he question we are attempting to
addressiswhat isthe bet ssquence and
combination of modditiesto achievea
maximum reduction in tumor §ze0

Underganding the pathophysdogy
and the vulnerabilities of pancregtic canoer
isarecurring theme At NewYork-
Presoyterian/Weill Corndl, through ool-
|eboration with dinicd invetigaorsa
the Jay Monahan Center for Gagro-
integind Hedth, thereisaprget to
gudy pancregtic cysic neoplaams which
aepremdignant lesonstha may provide
indght into the pathogeness of pancregtic
cancer. At NewYork-Presbyterian/
Columbia, hew mouse modd sfor pancre-
aic canoar aswdl ascydic neoplaams of
the pancress devd oped by Dr. Suand the
molecular and biochemicd gudiesin pan-
cregtic cancer have been fundamentd to
the progressin bringing new lab-based
tretmentstothedinic.

(rhisresearch provides aplaform for a
very nove and directed gpproach in which
we hopethat our thergpieswill beincress
ingly cgpable of killing maignant cdls
with minima effects on norma tissues O
noted Dr. Fine Ve arefirmly dedicated
to eradicating thisformidable dissese The
dose cdllaboration between the siientists
and dinidansa the Hospitd will hdp us
remain a theforefront of trandationd
research in pancaregtic canoar. Thelessons
learned will dso be goplicableto ather
maignandeswith Smilar genetic defects
such aslung, breadt, and colon cancrsO

Robert L. Fine, MD, isDirector of the
Experimentd Thergpeutics Program, Herbert
Irving Comprehengve Cancer Center &
NewYorkBEPresdoyterian Hospitd/Columbia
Universty Madicd Center, and isHerbert
Irving Asodiae Professor of Medicing,
ColumbiaUniverdty Cdlege of Phyddansand
Surgeons E-mal: rlf20@ool umbiaedu.

Allyson J. Ocean, MD, isMedicd Oncdlogig,
The Jay Monaghan Center for Gagtrointesind
Hedth & NewYork-Presbyterian
Hogitd/Weill Corndl Medicd Center, and is
Asigant Profesor of Medicinea Wall
Corndl Medicd College

E-mail: §09001@med.corndl.edu.




New Hematology/Oncology Chief Encourages
Bi-Campus Collaboration at NewYork-Presbyterian

dwerd P Gdmann, MD, recently

joined NewYork-Preshyterian

Hogpitd/Coumbia Universty
Medicd Center asthe new Chief of the
Divison of Hemadogy and Onocology
and the Deputy Director for Clinicd
Research of the Herbert Irving
Comprehengve Canoer Center (HICCC).

Part of Dr. Gdmann@regponghbilitiesis
tofadlitate collaboration between
NewYork-Preshyterian/Columbiaand
NewYork-Preshyterian Hogpitd/Wall
Corndl Medicd Center. Heisworking
with the Co-Chiefs of NewYork-
PresbyteriavWell Corndl®
Hemat o ogy/Oncology Department,
BarbaralL. Hempgead, MD, and David
M. Nenus MD.

(rheworking reaionship between the
2 campusesisabig priority,Osad Dr.
Gdmann. Aspart of thisrdationship,
both Hemad ogy/Oncdlogy Departments
areworking together to conduct joint
dinicd tridsand to provide Web-basxd
dinicd trid information for patientsand
referring physdans In addition, the
HICCC isworking to devd op moreinter-
attiverdaionshipswith satdlite resarch
ingitutionsand private practices

Dr. Gdmann d<0 hasanumber of gods
in mind for the HICCC. We plan to
build acentrdized infregtructureto sup-
port the conduct of dinicd tridsOhe said.

Thisindudes devd opment of a com-
prehendve g&f with uniform traning,
egablishment of ingitutiona guiddines,
and use of information technology to
makethedinicd trid prooess more con-
dgent throughout the Center.

Al on the agendais expanding the
HICCCBrdationship with sponsors of
dinicd trids (Jonsors need to know
that the Center isreponsve and afertile
ground for condudting reseserch,ODr.
Gdmann said. Ohey nesd to know that
trids can be done expeditioudy.O

The HICCC isdevd oping amore
user-friendly interface with sponsors,
various review agencies, and the
Ingitutiona Review Board (IRB).
Q\gendies and the IRB can be made
more respongve, o turnaround time on

Csome of the more recent
dramatic developments in
cancer therapy have been
based on findings in basic

science.O
—Edward P. Gelmann, MD

cinicd trid review isfeser and the
process is more transparent,Ohe said.

Dr. Gdmann d < has sverd objettives
in mind for hisrde as Chief of
Hematd ogy/Oncology. For example, the
divison nedsto devdop dinicd ressarch
programstha interface with and take
advantege of the dready high academic
gandards and accomplishments of
NewYork-Presoyterian/Columbia he sad.

SpecificallyDr. Gelmanrplansto
establistadevelopmentaherapeutics
programthatwill testnewcanceagents
atthe earliesphasesf clinicaltrialsin
humansNew cancedrugsandtreat
mentsar increasingljpasewn cancer
geneticsScientistaie identifyingspecif-
ic geneticerorsthat caus@nomal cell
to becomeancayusandthencandevel
opdrugsthat blockthe functionof the
cancecausingroteins OSomef the
morerecentdramatialevelopmenis
cancetherapyhavebeerbasewnfind-
ingsin basicscience $aidDr. Gelmann.
ODevelopingewtherapiesvill takealot
of astuteexperimentatiobecauseach
typeof canceris unique.O

Dr. Gelmanmwill alsocontinueto
pursuehis ownresearchnterestsHis
laboratonat GeogetownUniversity
Schoobf Medicinejn WashingtonDC
wherehewasmostrecentlyChiefofthe
Divisionof Clinical Sciences the
Departmenbf Oncologywill bemoving
to NewYork-Pedyterian/Columbialn
this newlocation hewill collaborate
with otherleader#n genitourinary
malignanciesuchasNewYork-
PresbyteriaaOanielP. Petylak, MD,
Mitchell C. BensonMD, and Calos
Cordon-Cardo, MD, PhD.

Dr. Gdmann®laboratory sudiesthe
progae-gpedific homeodomain proten
NKX3.1, atumor suppresor that iscom-
monly downregulated in prosae cancer
in humans In arecent publicetion, Dr.
Gdmann and colleegues reported ther
finding that NKX3.1 can madify the
ativity of the DNA-resdlving enzyme
topoisomerase |, which may haveimplica
tionsfor organ-gecific DNA replication,
trangription, or repar (Cancer Res
2007,67:455-467).

Anotherresearcinterests theando-
genreceptogeneln the Journal of
Biological Chemistry (2005;280:37853-
37867),Dr. Gelmanrandacolleague
recentlyproposethat the multifunction-
al oncoproteifi-catenirOmaylayan
integralrolein formationof the andro-
gen-eceptotranscriptionatomplex.O

Dr. Gdmann recaved hismedicd
degree from Sanford Univerdty Schod of
Medicinein Pdo Alto, Cdif, in 1976 and
completed hisinternship and resdency in
the Depatment of Internd Medidne a
the Univerdty of Chicago Hospitdsand
Clinicsin 1978. He pursued adinicd fd-
lowship in oncdlogy & the Medicine
Branch of the Nationd Cancer Inditute
(NCI), which he completed in 1980. He
wasamedica saf fdlow in the Ingtitute®
|aboratory of tumor cdl bidlogy from
1979 to 1983.

In theyearsSnog, some of Dr.
Gemann@many academic gopaintments
haveinduded Smior Invesigator in the
Medicine Branch a the NCl; Professor of
Medidne and Professor of Cdl Bidlogy &
Georgetown Univergty Sthoal of
Medicineg and Director of the Lombardi
Canoa Center Grownth Regulaion of
Cancer Program a Georgetown
Univergty.

Edward P. Gemann, MD, is Chief, Divison
of Hemadogy/Oncology & NewYork-
Presbyterian Hospitd/Columbia University
Medicd Center, Deputy Director for Clinicd
Research, Herbert Irving Comprehensive
Cancer Center, and is Clyde Wu Professor of
Hematology/Oncology & Columbia University
College of Phyddansand Surgeons.

E-mail: g manne@oolumbiaedu.
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Investigators

Awarded Breast

Cancer Research Grants

he Breast Cancer Ressarch

Foundation (BCRF) and the Susan

G. Komen for the Cure
Foundation have awarded research
grantsto sudy bresst cancer to severd
Columbiaand Well Corndl invegiga
torsfrom NewYork-Presbyterian
Hospitd.

Four researchers from NewYork-
Presbyterian were anong 115 digin-
guished investigators from around the
world sdected to receive the 2006-2007
BCRF grants, which generdly range
from $225,000 to $250,000. A record-
bresking $24.3 million in grants were
awarded a the Foundation®annud
symposum and
[uncheon

held a the Wadorf
Adoriain New York City in October.

The Foundation awarded 3 co-investi-
gaors Regina Santela PhD, Ruby
Snie, PhD, and Mary Beth Terry, PhD,
agrant to gudy environmentd expo-
aures and genetic susceptibility to breast
cancer.

Weke finding that women who are
unableto properly repar DNA damage
have an increased risk of deveoping the
dissase Osdid Dr. Sntdla

Genotyping hasreveded tha genes
tha remove bulky DNA adducts and
damage from oxidative gressinfluence
how diet and smoking impact bresst

I3 \\w.nypcancer.org

cancer, she explained.

An important part of their research
involves looking a patterns of mammo-
graphic dendty and how thee are aso-
ciated with various tumor characteris
tics, sad Dr. Terry.

QWe currently don®fully understand
how dendty is associated with dinicd
and pathologica factors Oshe said.

Over the next year, the researchers
will use biogpecimens and data from
more than 500 women with bresst can-
cer, in addition to more than 500 Ssers
who do not have the disease. They will
expand research on how the ability to
repair damaged DNA impacts bresst
cancer risk by investigating arepar
pathway that fixes double-strand bresks
in DNA.

increase our understanding of how

N SAIDs reduce the risk of bresst cancer
and provide indghtsinto goproaches for
both preventing and tresting breest can-
oer,0sad Dr. Dannenberg.

NSAIDs may impact bresst cancer
because they inhibit cyd ooxygenase
(COX) enzymesN COX-1 and
COXE2N said Dr. Dannenberg. COX
enzymes contribute to the production of
progaglandinsthat incresse aromatase
activity, thereby gimulaing esrogen
gynthess. Inhibitors of COX protens
block progtaglandin production and
thereby reduce esrogen synthess This
effect may contribute to the reduction
in breast cancer incidence in women
who take NSAIDs but other anti-bresst
cancer effectsarelikdy, sad Dr.
Dannenberg.

One of the god's of the 2006-2007
research project isto evduaetherda
tive importance of COX-1 and COX-2

Orhis research should both increase our understanding of
how NSAIDs reduce the risk of breast cancer and provide
insights into approaches for both preventing and treating

breast cancer.O

—Andrew Dannenberg, MD

Another part of thisresearch will be
toinvesigaetheroeof DNA methyla
tion and itsimpact on breast cancer
risk, and whether environmentd expo-
ures are associated with epigenetic
changes

The Foundation aso awarded a BCRF
2006-2007 grant to Andrew Dannenberg,
MD, who is co-invegtigating with Cliff
Hudis, MD, of Memorid Soan-
Kettering Cancer Center. Thedoctors are
gudying the effect of nongeroidd anti-
inflanmatory drugs (NSAIDS) on estro-
gen, acause and promoter of growth of
hormone-receptorbpostive breest cancer.

QJlItimatdy, this research should both

as determinants of aromatase activity, he
sdd. Inhibition of ether enzyme results
in asgnificant reduction in aromatase
activity in cultured cdls.

Consequently, NSAIDs that inhibit
both COX enzymes, such as aspirin or
ibuprofen, may be more effective than
sective COX-2 inhibitorsin suppress-
ing estrogen production, explained Dr.
Dannenberg. He and his co-investigator
are comparing aspirin with COX-2
inhibitorsto examineits ability to deay
the devel opment of experimentd breest
cancer.

Ancther research god isto explorethe

seeBreastCancer page 8



MammoSite

continued from page 1

noted Alexander J. Shisd, MD. O'he
movement toward lumpectomy, which
providesasmilar degree of protection
from recurrence when compared to mas-
tectomy in node-negative tumors, was an
early event to preserving qudity of life
We have seen the same conoegpt extend to
lymph node dissection and now adjuvant
radiation. The question aross, @V hy radi-
aethewhoebresd if partid-bresst radia
tion can produce the same outcome of
lowering recurrences?X®

In gppropriate candidates MammoSte
and other partid-bresgt rediation grate
gies offer advanteges over externd-beam
redigtion to thewhae bresgt. Primarily,
theduraion of thergpy isshorter.

W heress a course of externa-beam redia
tion to thewhole bresst isadminigered
over 7 wekson adaly bass MammoSte
thergpy isadminigered over 5 days The
deviceisesentidly asmdl bdloon
caheter inserted by the surgeon a the
time of lumpectomy. Because ManmaoSte
ddiversradiaion totheinterior of the
bresg & the Stewherethetumor wes
rescted, therisk for in reectionsor dis
coloration, often assodated with externd-
beam radiaion, isreduced. Other
goproechesto patid-bresdt irradiction
have been tesed, each with advantages
and dissdvantages One gpproech isto
ddiver radigion tothetumor dteat the
time of resection. A risk of intreoperdive
trestment, however, isthat it isddivered
before the pathology report is completed.
If the patient has podtive marging intra:
operdivetrestment may complicate sub-
ssquent reexdson of theradiaed
lumpectomy bed.

MammaSteisided for smal tumors
and it iswdl tolerated,ODr. Snigd
noted. Ot can be used in much older
women with good results It avoidsalot
of the Sde effects such asfatigue, as0di-
ated with higher doses of rediation over
longer periodsO

Appropriae candidatesfor the tech-
nique are Hected in conaultation with
Mary Katherine Hayes MD. Among the
criteiaused aredigance from theleson
to the kin, symmetry of the badloon with-
in theleson cavity, and digance from the
bdloon to the ches wall.

Oheremust beat lesst 5 mmto7 mm
between the surface of the baloon and the
skin,Osaid Datareyudu Nori, MD. QVe
d have very firm criteriafor defining
the conformation volume of the inflated
baloon on CT scan a thetime of tred-
ment reaiveto the conformation report-
ed intraoperativdy. We have performed
more than 2,000 MammoSte trestments
and we have usd our expatiseto cede
guiddinesto identify the optimd candi-
datesfor thisprocedure We dso offer
patients 3-dimengond conformd radia
tion, which, like MammoSte isddivered
twice per day over 5 days Thisisda
partid-breas radiation goproach, but it is
not aslocdized as Mammaodte O

The Case

A 63-year-dd high schod prindpd
with an énormd reult on mammogra:
phy was diagnossd with a0.5-cm invasve
ductd cardnomain the upper outer quad-
rant of her |eft bresst. The patient was
conddered an excdlent candidate for
breeg consrvation and sntind node dis-
stion. When margins of the lumpecto-
my gpecimen prove negative and the node
isded, thenext 2ep to minimize therisk
for recurrenceis adjuvant whole-bresst
irradiaion. Recently, in casssin which the
tumor szeisrdaivdy andl and thedis
eexeisdiagnosed early, the conoept of
whole-bresd irrediation has come under
quegtion, epecidly becauselocd recur-
rence gopearsto aiewithin the sme area
of the breest asthe origind tumor.

In thiscase, the paient had heard
about partid-bresg radiaion and
expressed apreference for thistrestment
over whole-breegt trestment; however, she
wanted to know her options Based on her
pathology report, she was a candidate for
partid-bresg irradietion, which not only
reducesthe duration of trestment but is
likdy to achieve abetter coametic result.

In the procedure, abdloon catheter is
ingrted into the aurgicd cavity left dter
remova of thetumor. The catheter can be
placed a thetime of resction or in asgp-
adeprocedure Beforeradiation isddiv-
ered, thebdloon isinflaed with sline
and acontragt agent. Thisdlowsthetis
ueto conform to the bdloon and pemits
more consgent irradigtion to thetarget
tissue When the patient returnsfor treg-
ment, which isddivered on an outpatient

bass acomputerized radiaion machineis
usd toinsart aradioactive ssed into the
inflaed bdloon, providing apredse dose
of rediation tothetarget tissue for ashort
period, ater which it isremoved. This
trestment isrepested each day for upto 5
days When node-negaive women with
breagt canoar who undergo lumpectomy
aegiven thar optionsfor adjuvant radia
tion, they generdly prefer MammoSte,
according to Dr. Nori. @Vorking women
aeepeddly enthusagic because they
can continuein thar jobs dueto the fact
that trestment is 0 convenient and well
tderated, Ohe added. Ohereisminima to
no pan or discomfort assodaed with the
procedure O

Result

In thiscase thetrestment wasindeed
efective, and to date, the patient@cancer
has not recurred.

Because of successes such asthess, the
MammaoSte prooedure is becoming more
widdy avalable The American College of
Radiodogy and the Rediaion Oncology
Trestment Group have opened a prospec-
tive randomized sudy to examine the effi-
cacy of themethods used to ddiver par-
tid-bresgt irradiaion. NewYork-
Prebyterian/Well Corndl was previoudy
1 of only 10 centersin the country that
uccessully completed atrid in which
MammoStewas used to tregt patients
with dudtd cardnomain stu. Results
continue to be encouraging, and thistech-
nique may eventudly become the gandard
of carefor patientswith bresgt cancer who
require adjuvant radiation therapy.

Mary Katherine Hayes, MD, isAssodae
Attending Redidogis & NewYork-
Preshyterian Hogpitd/Waelll Corndl Medicd
Center, and isAssodiae Professor of Clinicd
Radidogy a& Weill Corndl Medicd College
E-mal: mkh2001@med.corndl.edu.

Dattatreyudu Nori, MD, isRadiaion
Oncologig-in-Chief, Department of Rediation
Oncdogy a NewYork-Predyterian
Haospitd/Weill Cornel Medicd Center, and is
Professor of Clinicd Radioogy a Wall
Corndl Medicd College

E-mail: dnori @nyp.org.

Alexander J. Swistel, MD, isDirector, Well
Corndl Bresst Center & NewYork-
Presbyterian Hospitd/Well Corndl Medicd
Cente, and isAssodate Professor of Clinicd
Surgery & Wall Corndl Medicd Callege
E-mall: asvisd @med.corndl.edu.
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connections between the severd growth-
promoating pathways contributing to
breast cancer. For example, the ressarchers
have shown tha the receptor HER-2
causss inoreassd amounts of aromatase
activity and tha this can be prevented
with a COX inhibitor.

Smilar work isbeing conducted to
explore thelink between COX enzyme
activity and angiogeness. Inhibiting
COX can hdp reduce the formation of
new blood vessdsin experimentd breest
cancer, explained Dr. Dannenberg.

In addition to the BCRF grants, the
Susen G. Komen for the Cure
Foundation awarded Linda Vahdat, MD,
$250,000 during its 2005-2006 fund-
ing cycde

Dr. Vahdat and her colleagues will
conduct aPhase |l sudy of a copper-
depletion compound cdled
tetrathiomolybdate, an antiangiogenic
agent, in 50 patientsa high risk for
breast cancer recurrence.

QWele hoping to understand factors
that contributeto the breast tumor
being dormant and occult for up to 15
to 20 years and then, dl of a sudden,
becoming active again,Osaid Dr.
Vahdat. Researchers d o hope to discov-
er whether they can interrupt this acti-
vation process with tetrathiomolybdate.

QWe@e hoping to understand
factors that contribute to

the breast tumor being
dormant and occult for up to
15 to 20 years and then, all
of a sudden, becoming
active again.O

—Linda Vahdat, MD

In the gudy, patientswill ordly ingest
tetrathiomaybdate daly for 2 yeers They
will be evduated with physcd examina
tionsand routine leboratory gudieson a
monthly bass whileimaging sudieswill
beperformeaveryt months.

Researchers will dso evdluate circu-
lating surrogate markers of angiogenes's
a basdineg 1 month, and every 6
monthsfor thetrid duration.

Plasmangiogeniactivity will be
evaluatedsinganangiogeniassapnd
assessmeandquantificatiorof circulat-
ing endotheliahndpro-angiogenic
hematopoietiprogenitorcellsby flow
cytomety andTUNEL assayResearchers
will alsoevaluat@lasmavascular
endotheliagrowth factor(VEGF)-A,
VEGF-CVEGF-D,thrombospondin-1,
andhistidine-richglycopotein.

GDneday it may be possible for

women to teke a copper-depletion pill
aspat of ther overdl treetment plan,
when they are diagnosed with bresst
cancer and keep the tumor dormant and
occult forever,Oconduded Dr. Vahdat.

Andrew Dannenberg, MD, isDirector of
Cancer Prevention a NewYork-Presbyterian
Hospita/Weill Cornell Medica Center, and
isHenry R. Erle, MD-Roberts Family
Professor of Medicine et Weill Corndll
Medicd College

E-mail: gdannen@med.corndl.edu.

Regina Santella, PhD, isDirector of the
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Irving Comprehensve Cancer Center a
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Universty Medicd Center, and is Professor
of Environmentd Hedth Stiences a
Columbia Universty Malman School of
Public Hedth. E-mail: rpsl@columbiaedu.

Ruby Senie, PhD, is Professor of Clinicd
Sociomedicd Siences and Clinica
Epidemiology & Columbia University
Mailman School of Public Hedth.
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Professor of Epidemiology, Columbia
Univerdty Malman Shoal of Public
Hedth. E-mail: mt146@columbiaedu.
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