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Title: A FhmE 2 6ial ofliposornatr doxsnrbiein arrd crrboplatin in patiants uritlr E& PR- HER2 negative breast cancer CII-IBC)INI
by cytology or pleurol biopsy"

9.1.8 $keletd
Acceptable docruuentatiou includer (i) x-ray, CT, or MRI evideuce of lytic or blnstic lesionn $offiistent
with bone metastosis, (ii) biopsy proof of boue metestases. or (iii) bone scan or PET scan clearly
positive for bone rnetastases. Note: If the diagrnosis is equivocal by bone scan or radiologic evaluafion
or there are $o other suspected sites of metastasis, a biopsy is struugly recomnrended for definitive
diagnosis aud for serial genomic analysis. A boue scan lvith uptake lirnited to joints or in a recent area
of txurxs (surgical or o&erwise) cannot be used as a criteriou for breast career recrurence.

9.1.9 Livor
Acceptable documentafion includes: (i) abdorninal CT scau, liver scan, ultrasotmd" MR[, or PET scan
consisteat with livsr nretastases or (ii) liver biopsy confirmation of the metastatic disease. Note: If the
radiologic findings are rot delinitive (especially with solitary liver uodules) or no other biopsy sites are
avoilable. a liver biopsy is spscrrrnnsndedl lrowel'er, if a biopsy is not perforured, serial scans nrust lre
obtained ts do$mlert stability or progressiou.

9.1.f 0 Certrnl trrryou$ syrtem
Acceptable documentation includes: (i) positive CT scan or MR[ scan. usually in a patienl with
ueurological syurptours. or (ii) biopsy or cytologry.

9.1.11 Second primary bresrt csucer
Define,d as evidence of invasil'e or in situ breast cancer (except LCIS) iu the couhalateral breast or
chest wall. The diaggrosis of a seeond primaly breast caucer ur*st be coufirmed by core. incisional or
excisional biopsy. Cytology alorre will not be adeqrrate to documeut a secoud breast cnncer prirnary.

9.1.11 $erond prim*ry strrer
Secoud primary earcer is defined as iuvasive or aon-brcast cancer other than sqwmous or basal cell
carcinorna of the skirr. The diaggrosis of a second prirnary cancer must be confirmed lristologically
whenever possible.

9. 1. 13 Documentttion requcrterl followin g death
r Autopsy reports should. be secrued wheneverpossible.
r A copy of the deafh certific*te should be fonrarded to OHRS if it is re*dily available or if it

contcin{ important cnuse-cf-death iufbnuatiou tlrat is not documented elserrhere.
r Please suburit the last cli.uic/otfice note made before the death or tlre iwestigator's note

summariziug events resulting in death.

9.2 Guidelines for Evsluafion of Dise*ss of the Breast ond Axillo and Suspectetl Rolepse
All nreasur*ments will be taken aud recorded in raetric notetior using a ruler or calipers. All baselirre
evaluatiotB will be perfunned as clorely os possible fo tbe begiffiil:g of treahnent and aever more tbau 4
weels lrcfore the beginning of the bestnrert.

The sarue method of assessmeirt and the senre technique will be used whenever possible to clrarncterize
each identilied and reported lesiou at baseliue and druiug follow-up. Inraging-based evaluation is preferred
to evaluation by clinical exaariuation when both ruethods have lreeu used to assess the autihuuor efftcl of
a lreatmsnt.

9.2.1 Clinicsl lesions
Clinical lesious will ouly be cousidered rneas$rable urhen tkey are palpable (e.S., breast msss and
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ryffiHonrbicirrarrdcarboplatirrirrpatierrtswithER.pR.HER:rregativebrea$tcancer(TNBC}
palpable IPPh rodes)"

''''t mr}fffi*ffiffiSfrsral diagpcsticrrlnrr,"noflraphygtrr.tu kratmentto doc'trmentrunor

size and o&er imaging characteriJics. Lrliasound does uot supplnnt the perfomrance of a diagpostic

ll}flIrmogI6m.

9.2.3 BremtUltresonnd
ultraso,nd will be used to con{irm &e complete disappearance of palpable lesious assessed by clinical

exarninatioo fr **y also be used foi-deteruiuing size of palpabie breast or lyrnph oode lesions, for

biopsy guidance, *nd for clip placemeut.

9,2.4 Couvcutirud CT *ad I}IRI
These tu*trniqous-wiit lrc pertorured with cuts of I0 mur or lesr in slice thickness cootiguously' spir*l

CT will be perfornred using a i rnrn contignous reconstmctiou algorithur. fhis applies to suspected

tumors of tbe chest, abdomen, and pelvis'

9.l.5lffhole BodY Bone $enn
This scan should be p€rforued for staging at iuiti*l diagrosis to identi$ poteutial metastatic foci snd

to restage at time of symptonrs to nrle but suqpected distant bony uretnstasis'

9.1.6 CIip Plrcem*nt
patiEnts sho6ld have clip ptrnceruent at thE time of breast biopsy to approximate location of dise*se at

time of surgery" Forpatients in wtrrour uo clips wereplaced at ttre tlme of biopsy, clips should beplaced

by the ileating su(geor prior to iuitiation of cbemotherapy'

9.2.7 CT head
p*tiEnts with syrrqptours suggestive of potential central oervous system metastasis, uray uudergo CT

head with con&sr'as initi*l siudy. no*iru*r, if cerebell$r signs are present' consideration of MRI brain

with and without gadolfuium should be cousidered'

9"3 Response Criteria
9.3"1 Grors Reeidual Diseasc

Breast tissue from the dEfuritive breast surgerr will be sent to the RWJUH patholog deparfment for

eval*atiou. speeiru*rs with residuJ aiuu*L measuring Srnnr or more in the breast or ofly reridual

direase in the lyryh rodes will be ident.ified as having ggoss residu$tr disease- For syncluonous dise*se'

all foc.i willbs meamred.

9.3.2 Evdu*tion of Bresst Lesions
Deten,i$ation of best respoo$e in the breast will be detennised at the tirne of pathologic analysis of
tissue from the defrnitive breast **g*ry rurless patieut clinically progresses during rcoadjuvant

tre*hnent. Evaluation will be made baiecl on the Miller-rayue criteria as outlited below. Grades l-4
are categoriaeJ as pnrtial pathological response (pPR) yd grade 5 is a courplete pathological respouse

(pCR). iesidual ductal carcinoma iu situ only is cl*ssified as a complete response [83]'

-40-



doxonrbicin ald carboplatin in parients witb ER* PR- HER2 negsti!'e breast cancer (TNBC)

iaPY ftx Fstients with Breast

sn-rall clusters or widely dispersed

infir,idtral cells i'er:rait, ruor
No maliglant cells identifiabie ffi iire hrmor: ouly vascular fibroelastotic

shoura reurairx ofleu coutaiui Ductal carciuoura in situ (Dqq1ggy bg

9.3.3 Evslucfion of Lyrnph Nodex .r r,- -aL -r--:^ ^*^r..
Determinatloo of*rir**ponse iu the lyurpb nod*s will be defermiued st the time of p*thologic aralysis

of tissue frsm the deftritive flrrgery unleis patient clinically progress-es during neoadjuvant heahnent'

Although tlere are fluee c*tegories ilb*si ru*pon*" in the axiliary lynrph nodes' any category other

thail complete response rvill be treated as residilal disease.

9J.4 Evrluntion of Best Over*trIResponse-
The best overati re$pouse is the be*t response recorded frorn the stafi of tlre treafineut until disease

progpesxio,lresuffe$ce (taking as refrrer; forproggessive disease the srnallest me6$$ements recorded

siuce the teameut sta*ed). iire patieat's best respo$ss assigpmeut rvitl depend or the achieverrent of

both measureruent *ud coafinnation criteria. For sprcluonous disease, the largest breastfesion al

diaprosis will serve as the tflrget lesion for calculation of overall response rate for fhis shrdy' Response

will be r.ecorded ou all quchronotx lesions lrut not used in the calculatio[ for overall respoo$e rafe iu

this study-

les at the ruicroscoPic level
Coruplete Respotse G&I p"rriit"n.e of one or &lore lyruph nodesIncrrllpGia Respouse/ Stable Disease (SD):

Progressive Direase (PD): Appearauce of one or ulore new lesions ancllor urcqulvocal
oiosressior of existing lyrnphadenopathy'
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Title: A phasa 3 trial of tiposounl doxonfiicin arrd ca{raplatil in patieirts nith E& PR- HER2 llBgative breast cancer (Tl\aci

I-I
Breast Target

Lesion
Axillary Lympb

Nodes
New Lesiorts Overall Response

FCR

PCR

PPR

PPR

PPR

Any

CR

In*amplet*
respotlsnl$D1?D

fft

Inconrplete
responselSDlPD

Auy

PS

No

No

No

PCR

non-pCR

non*pCR

non-pCRNo

Yes orNo

Yec orHs

PD

PD

Notes: patients with a global deterioratiou of he*lth status requiring discontinuatioa of teahuent
without objective evidince of disease progression at that tirue should be classified as having
..symptomatic deterioration." Every efns* witt be mede to doctnnent the objective propesxion.

In some circumstalces, it rnny be dif{icult to distinguish residual disease from normal tissue- 'When

the evaluatiou of cornplete ierpon*e depends on ihi* deterrriuation. The residual lesios will be

investig*ted (fine needle aspiratelbiopsy ifpossible) before confinning the complete re$pollse stahrs'

9.4 Recurrence Free Surviv*l rnd Overnll Survival
Rsclrrence free strvivat (RFS) is defined as time to local recrurence followiug surgery, regional

recurre11ce, distast rerlurence. or dea& &om any carue prior to recurrence or secoud primary cancer

{bllowing initiation of rhemothxapeutic keatrneni overaf survival {OS} is defiffdas time from initiatiou

of chemotheapy until death from *ny cause'

I0" Removsr of p*tients frox studylolrstudy criteria 
,urtil sne of trre forowingIu the absence of treatment del*ys due to adverse eve$ts, kestruert rusy cooturue

criteria applies:
a) Dinease progre-srionlrelaps* dtlring active henlment,
I)) Intersurrent illness thrt prevents fixrther a&ninistratioa of treatment,
c) Unaeceptable adverse eveut(r).
d) In tLe event of any dnrg-related life-threatening toxicity or laboratory abuornrality tlre patient will be

witlrdrawn from fruther treatnrcrt,
e) Patient decides to withdraw from the study,
fj Noncompliance with treatrueut plan or iunbility of the patieut to coruply with study requireurents,
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Title: A Plrnse ? trial of Iiposoural doxorubicin and caltoplatirr i1 patiemts with E& pR_ HER2 negatir.e breast cancer (1jqBC)rnr
S) General CIr specific clmnges in the pntientrs condition reoder the patieut ul&cceptable for fiuther

heahtrent in the jtdgruent of the investigaror,
h) Protocol violation - aay patient fomrd to lmve eutered this shrdy ir1violation of &e protocol might tle

discontinued &oru fhe study nt the discretiotr CIf the Principal luvestigntor. ori) Occurrence of the following events or conditious:r Grade 4 congestive heart hilurc

I l. Lrborttory [valuation*
Trunor tissue will be collected at the time of srugery by BRS. Oue srunll portion of tb* fissue (0.05 cm fur oue
dimeusion) will be placed iuto neukal buffered foruralin solutiou for histology (containers will be included in
the sanrple collection kit). Tlre reuraining portion af the tissue will be piaced irr saruple collectiol hrbes
couttilrirtg optiruized kansport or presell,afive ruedia axd uraiutaiued at 4"C. After lalxling and de-
identifieation of tlre sample, the tissue collecfion kil will be shipped overniggt to the CINJ BRS la'boratories
or used direetly by stsffat CINJ. Ia order to ensrue tirnely processiug of samples, the cut offfor the collection
of tumor tissue will be Friday 5.00 prn" each week with uo weekend collections. For novel mtrtations forurd
on Foundation0ne targeted genomic sequencing or other sequencing platfonus that lrave not been previously
characterized, the ilrutations may be engineered for in rvfro shrdies to evaluate protein frurction aldlor activity,
effeet on caucer cell phenotype, and dnrg sensitivity using estabiished, cournrercially-available cell lines. No
clinical infbnnatiou or p*tient identifiers will be released to the laboratory perfonuing these sfirdies. Blood
draws of l0ml, using a cell-*ee DNA BCT Streck blood coltrestion ftrbe for stabilizatioa of cell-free plasma
DN& will be don* at di*grrosis, at surgery. and at 6 rnouth intervals for total of 3 years tlren annually to
cornplete 5 years will be perfonued, $errurl prepared, a*d senrm cryopr*served fbr future analysis. Samples
are stable for,tp to l0 days nt room teurperahre before processing and storage. These speciruens will be used
to analyze cell free DNA as a method to detennine patients at highest risk of recurrence. Circulating cell fiee
DNA will trndergo prospective genomic testing to evakmte tbr the preseuce of hunor-specifiC genomic
alterations as au iudicator of lesidrml, occult TNBC- We predict that those patients in whom cell fiee DNA
does not identift p{eserce of hxuor-specific gerrouric alt*ratiors wilt be those patient* at lowest risk for
recurrence of their TNBC.

12. Phrmaceuticnl Infnrmction
I2.1 Cgrboplntin

r lfow supplied: Vials contain lyophilized, sterile whife por.vder in single dose vials containing 450 rng
(NDC 0015-3?15-30). For this trial carboplatiu will uot be supplied free of cbarge, pafierts and their
insur:ance carrier will pay for the prodrrct.

r Prepnrstion (how the dore ir to be prep*red): Inmediately before use" the content of each vial is
recanstifuted with either ster:ile wster lbr injection, USP, 5% Dextrose in Water, or 0.9?o Sodirrnr
chloride iujectiou, USF. The volume nf diluent is 45 ud to produce a coneeutratian of l0 mg/ml.r Stor*ge: Store ruropened vials at 25 "C. Protect untrpened vials from tig&t. Solutionx for infrrsiou
shotrld be discarded 8 hours after preparation.

r Strhility: Unop*ued rrials are stable for the life indicated rvhen stored at 25 oC. $Ihen solufious
prepared as direcfed, they are sfable for I horu^s at room temperature.

r Route uf *dmieirtralion: Intravenously. See Secfiou 7.3 lbr detailed treaturent plan.r Experted toricitics: Boue rmrrorir suppresxion, limited renal toxicit5r. uarxea, vonritiug, peripheral
neruotoxicity. alleryic reactio$, liver enzyme abnoruratrities, elecholyts los$, astlrenia, alopJcia.
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fr*t' 
-- "*fft-icin and carboplatin in patients witlr ER- pR- HERS negadve breasr ca,cer (T?.,BC)

r Drug ruterscfions: Nepluotoxic and ototoxic poferdal is incrcased when ueed in combinatiou withanri*oglycosides' Ren*l elfects of other: uepfuoioxic anigs may rre poteutiated wittr carboprn{in.
I 2.2 Doxils/Liposom*l Doxorubicinr How rupplietl: For this trial Doxils/Liposournl Doxonrbiciu will uot be supplied &ee of eharge,patie,ts ad their insurance carrier will pay Io, irr- pr"J".t.r lllode of Action: Doxils/Lipo*orroi boxon ui";, Jdoxorubicin HCI liposo,re i*jectio,) isdoxonrbicin hydrochloriae. 1ilcll e.ncapsulated in srEALrHs liposomes for intrave[ousadminisl'sdou- The active *gr*di*ot of'D;Ae/Lip*****t Doxonrbiin- is doxorubicin HCI, acytotoxic authraeycliue nntibioiic isolated.fro*xipffory** peucetfusvar. rassins. T5e mechanismofactiou of doxonrbicin HCI.1s tlooeht to be relateiio its abitity to biod DNA a*d inhibit,*cleic acidsynthesis' cell stnrchue shldies t ou. a"r"*t*iJ*pii 

""rr 
peuetratio, and perinuclear chrornati,

mffiffi#ff,j,!#totic acrivitv *a ui,*t*ii acia synthe*;r, *aio*o*rio, of ururagenesis
Doxilo&iposomal Doxorubicin is doxorubicin HCI ercapsulated ia loug-circutrati*g 5TEALTHolipcsornes" Liposomes sre tllictosc"y::q"j*ry.r"nr*a orrplorprrorpL uilry"u rhat are capableof e*eapsulafirtg active d*gt' &e'srsAliHo ,fr;;;- of Doxilslliposour*l Doxorubici* areformulated with surface-uouno urethoxlryol{ethyl; dy*or (MPEG), a process often re&ned to aspegylction' to protect liposo,res a'orn aeieeio" 6y trr*Iiooo'trclear.phagocyte system (N{ps) and toincrease blood circulation tinre.r Preprration (how tbt dose is to be prcp*red): The DoxilG/Liposoural Doxonrbicin dose will bediltrfed in 250 ilri of 5% dextrose it water ifor doses of > 12 rug aud < 90 urg) or 500 ml 5o16 dextrosein warer {for doses > 90 mg) and shourd d;fl";;;* p*rrphrrul or centrsl vein.To nrirrin'ri2e th risk of iufirsiou-relded reactions, *r* d*t infiision Doxilo&iposorual Doxonrbicinshould be adeinistered as detailed in sectiou z.l. if no inftsion-related reactions are noted with theinitial in&rsio,, subseq*ent infusions *itt o.ou o;;; il t,'tes.

Acute infrxion-relafed reactious includiug. but not liruired to, flushi1g, shortuess of breath, facialswelling, headache, chills, back pai,, tightiess io the etesi or tl,oat, ;r;; ffite,sio, have occturedin up to I0% ofpatients treated with ni.xils.&iporo*J **ombicin. Iu nrost patients. these reactionsttsolve over tlte course of several hours-to, a day ance fhe infirsion is tenninatei. In *on * patients, theresction has resolved with slowing of fhe i"rurm r.i*. Tlr* nrajoriry of infixio,-related eventsoccurred druing the first infusion. serious and sornetimes life-threateniug or fatalallergic/a&aphytactoid infirsioa reacfioos lay ueeu *port*d. Medicstion*-io J*ut such reactio*s, aswell as eurerge&cy equipment. shoulcl be available for irnmediate use. lnfusion reactions if they occlr.,will be heated per each institutions standzud procedure.o Storage and handling: Refiigerate ruropened vials of Doxilellipososral Doxorutricin at 2oC to goC(36"r fo 46"F)' Avoid fieezing. Prolonged &eezing uray adversely a{fecf liposoruel drug products:holever' slrort-tenu fi'eezing (less thar I uronth) toes'not appear to hnve a deleterious effect onDoxilo/L.iposornal Doxonrbisin.
c*ution shordd be exercised in the handling and preparatioa of Doxils/Liposonrnl Doxonrbici,. Thetme of giloves is required' If Doxile{Liposomal Doxonrbicin corues into contqct with skirr or mucoso,inuuediately wash fhoroughly with soap aud water.
Doxilo'{Liposoural Doxonrbicin shodd be cousidercd an initant and precautious should be talien toavoid exkavasation' s/ith inhavenous adurinishation. of Doxils/Liposomal Doxonrbicia,exkavasntion rnay occur with or witltout il accompfl$yiug stingiug * urr*irrs!.i"adon, even if blood
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reftm$ well oa aspiration of the iufimion 
'eedle. If auy.siprs or symptoms of exhavasation haveoccuned" the furflrsion shoultl be iro*ruJiotJy teruri,ated and iesrarted i* anofher vein.Doritrelliposornal Doxombicin ruust uot be given irv ttre inkarnuscular or subcutaneous route.Doxils/Liposotual Doxombici, rh",,fi.";fi;ii r,'ra disposed;i;; rl*rro** consisrent wit,, otheranticancer drugs- severar g*iaelines o" tni, *ffii'l*i-r.

' f,ilriffij,ted Doxitro&iposomxl Doxo*rbiciu shoutd be reli"igerared ar 2-8oc aud adrnjnisrered
r Route of sdministrntion: Intavenously. see secfion T.l for detsiled heahnent plan.r Expecktl toxicities: Leukopeuia, aneruin, tl,ornbocytopeuia; Infusio, rnactions: Ac'te reactiousc'haracterized by flushing, shortness;ibr";il-dJliuuiog, rr.ra*"rrr, 

"t*irr, u*"t pain" tiE*rtrress i,chest and tknat. anqgilwotension t *u* o".**i iu about 6"g% of p*tierts. The rate of infirsiorireactions ruay altually tid hig$rer in patieuis ;ftr solid hunors ;t; receive a 
'igilrer 

dose.Doxilsllipo*omal Doionrbiciu'xhould n* *o*ia"r*a oo gntaut, and precautions shordd be takeu toavsid exkavasation; Palura*plantar ervtfuoay*esees,l eqr:t*lr-iiril-*-iling, paio, erythsma,aud sometimes desquarmtion of the *-lrio * il- n*or and fset. rte ienction can be severe nnddebilitating in-some parients. Generally see, a*er e o*ror" weeks of h.eahuent, but umy oecur earlier.App'eciable alopecii is rare' Acute tuti uuotri"ul*.fhil;;. has occumed, particularly in tlose who havercceived a total {gsage exceeding 550 rnp/ru':. thelimit appear* to be twer (400 urp/rn ) i' patientswlro reeeive radiotherapy to thf ruediaitinal ";;; conco*rita,; ril,f,y with other porenriallycardiotoxic aIrents. *r'ch a* cycloplrospharui;;;-";**,a*d vomiting, usuauy mild-moderare.antiemetic therapy m*y be 
'"..u*"ry; mucositis, sfomatitis" l*u* *ornnIo, rnay be dose-li,ritirrg.Diarrhea and anorexiamay also occur Rarely, ,u*toa*ry uralignancies rnay result.

1!.3 Prelitaxel
r Horv suplllied: 30-300 mg/S mL multidose vial individually packaged in a carlou.r storage aud stabiliry: The solutioBs are-physically ano chefirically stable for trp to 2? hours af ambienttenrperatrue {approximafely 25" c) alld room rkitug ;"oitions. parenteral dnrg products should beinspected vistully for particulate nratter aud diJ'colointion prior to admirrishatiou whe,ever solutiouatd container pennit.r Preparation' r{I9.L ftaclit*xetr} hrjection must be dihrted prior to inftsio,. TAxoL should 

'e
dilufed fu 0'90/6 sodiur* chloride iniection. usP; 5xbot or* Erjection, usp; syo Dexrlose a,d 0.99.i,soditun chloride Iujection, usPl oi 5% Dextros* i* Ririg*r,s Injecfio, to a fiaal concenkation of 0.3to 1.2 ur€furl-r Route of A&uinistratiou: Inhtvenously. TAXOL should be adurinistered tlrorrgh a' in-line filter witha microporous ureurbraile not greatertirau 0"?2 microns. use of filter ueviees such as FvEX-?@ filter:swhich incolporate shart ialet ind outlet PVc-coateJ t"rrlog has rot u.*rt*o lo siErificart leaching ofDEHP' The chemo Dispensing PfurM device or s;rnitar aevices with spikes should nof be used with
Il*[|ffi*.:ince dey*u'it*,o* mt *topp*rio-.oirupse resulti,g io ro*u of rterite i*tegrity of the

I Toxicities: neutropeuia, tluombocy'topeuia-, afleraia, infection, bleedi*g. hypersensifivity re*ction,bradycardia' hltrot-e. nsio, or hyperteusiou" alnronnnl eiG, puripheral ueruopatiry, uryalgialarthrargias,uausealvouriting. diarrhea' uucositix, alopecia, h"d;-fr*-tion abosnrralifier, ir$ection site reaetious.'fltperse*srtrvilp' Raactions Patients witi, u hild, oiiloo* hSlrersearitivity reactious to productscoataining cremop-hor8 EL (eg, cyctrosporin f"r"i*t"I; coucentrate ad ieuiposide for injectioucolceutrate) shorrld not be treatid with t.q.xor. lii*rr -yrnpto*rs s*ch as flrr.shirrg, skin reactious,

foruUicin 
and cartoplatiu in pxrients with E& p& HER2 negatir.e breasr cancer (TNBC)
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T*le: A Phase 2 trial of lfunsornal doxonrbicin agd car.boplatil ig patiegrs with E& pR- HER: flel$rive breast cillcer ffiqBc]ITI
dyspuea, hypotensiou, or tsclt)rcardia do rct require intemlpti*n of thnrapy. However, $eyere
reactionr, suclt as hypofensiou requiring tr"*atruent, dyspuea requiring bronchodilators, angioedema.
qr gereralized urficsri* require iuunediate discontiuu*fion of fAXOf and. aggressive s$ptomatic
therapy. Patients who have developed severc hlperseusitivify reactious shouid not be rechalleaged
with TAXOL.

r Drug Interactjous: hr a Plmse I hial using escalating doses of TAXOL (l l0-200urg/m2) a11d cisplatin
(50 or 75 mgir#) given as sequential infruions, uyilos,rppression was ulole proforura whel T1trXOt
was given ofter cisplntin thsu with the alternate sequence (ie, faXOf before cisplafit).
Pharmacokinetie data fror:r these patients demonshated a decrease in paclitaxel clearalrce of
approximately 33% wheu TAXOL was adtrirristefed frllowing cisplatin. The metabolism of TAXOL
is catalyzed by cytochrorne P450 isoenzynres CYP2CB an* Cf:pi A4" Caution should be exercised
wben TAXOL is c3ncornilantly adruinistered with lorown substrafes (eg, midazolarn, buspirone,
felodipine, lovasfatin, eletriptan. sildeuafil, sinrvastatin, and triazol**), i"UUitors (eg, atnzamavir,
clartthromycin, indinavir, ittaconazole, ketoconazole, nefazodone, nelfinavir, ritonavii, saquinavir,
ard telithromyciu), and inducerx (eg, ri{hmpin and cartramazepine) of CYP3A4. Caution should also
be exercised when TAXOL is cottcoruitffItly *druinistered wi& known substrates (eg. repagliuide and
rosiglitazone), inhibitors {eg, genrfibrozil), $rd i*ducer* {eg, rifagrpfu} of c*fecgl potelrial
interactions befweeu TAXOL, a subskafe of CYP3A4, and proiias* iohilriirrs (ritonavir, saqrduavir,
indin*r'ir, audnelfinavirJ, rvhich are substrates aud.lor inhibitors of C1?3A4, have not been evaluated
in clinieal trials.

12.{ fpirubicin hyelrochloride (Ellenceru)
r How Supplied: Manufachred by Phanuncia in polypropylene single-use vials containilg 2 rlg

epinrbicin hydrochloride per url as n sterile preservative-&ee. ready-io-,r** solution i11 the fogorving
skeagths: 50m$25ml sin$le-use vial and 200 mg/100m1 single-use vial. It is commercially available.r Storage and Stabiliry: Store re{iigerrted (2"C to 8oC/36oF io 46oF), protected fronn light. Solution
shoukl be med within 24 hours of penetrating tbe nrbber stopper.r Prqparatiou: Ellenee is provided as a preselvative-fiee. ready-to-ute solution.I Route ofAdrniniskation: Inlraveuorx push througrh the side am of a nrnning iltraveuorx catheter line.
Large veia should be used for injection whenever possible. Althoug[ rate of adrninishation rvill
depend on the size of the vein. the drug slrould not be a&ninistered in tess thnn 5 minutes"I Toxicitier: The adverse effects associnted with epinrbicin are exfi'avasatior/vesicslt irritation,
lethargy, alopecia, ameuorrhea, hot flashe*, narxea, vouriting, mtrcositis, neutropeuia, aflemia,
tlrombocytopeuin, injection site reactious, conjrmctivitis, fever, rash, aud anorexia. Cardiotoxieity, in
the form of decrcased LVEF, acute arrhytlunias, or cluonic congestive hearl failure, rnay o"**",
especially in patienfs who previously received anthracycline ttrerapy.r Drug Interactions: No systematic evaluation of pote.utial inferactious with inhiSilols or iuducers of the
cytochrome P-450 systeur have been evaluated. Ciruetidine increases tlre AUC of epirubicil by 50?,o.
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13. D*ts Collectior snd Rr,curds to be Krpt

13.1 Case Report Fornrs
A subset of the NCI's CRFr, iu elestonie format, will be utilized to collect dak required for study an*lysis.
Cornpletion of the e-CR.Fs will be done in aceordarce with the shrdy-specific data collection plau aad
instnrctions provided by 8re NCI &ttp;1ltlrerades,qqu#qapellilitier{C1J{$.htn). All e-CRFs will be suburitted
to OHRS via its sect$e web-based d*ta rnanagernett systenr. The e-CRFs are found in the study specific
calendar that has been created iu the data ruanageurent systenr. The system will prorupt the rwer to fhe fonus
that are reqnired based upon the patient's emolhuent and treatrnent dates.

Tbe Principal Inv*stigator (PI) at eac.h iusfihrtiou rvill be responsible for assuring ttrat all the required data is
collected and entered oafo the e-CRFs accurately aad st the time intsrv*ls outlined in Section 13.2 and the
datn collection plau. The details of data subnrission will be coordinated with the OHRS and the parficipating
institution(s) prior to enrolkneut of patients fium the participating iustitutioa(s).

Periodically,:uonitoring visits will be conducted and the iustihrtion's PI rvill provide access to his&er original
records ta pennit verificstion data submitted ou e-CRFs.

13.1Data Suhmisrion Timefin* and Forrns

Registration
(Due Prior to Enrollment)

a

a

a

Sipred eligibility checklist
SiEred copy of the iufonned consent
Copy of the patholosy repofi

fonn

Bsseline
(Due within 1{ days sfter s&rt of treatment}

r All baselhe e-CRFs indicated by the data manngernent system (e.g., corcomitnnt medications,
pdor *urgery, baseline syurptoms, stage, etc.)

During Protocol Therapy
(Due no later than l,l days tfter the end of esch treatment cycle)

r All treatruent se$uent e-CMs indicated by the data ruatagement system (e.g., concomitant
medications, adverse events, drug heahnent" laboratorv data. disease assessrnent as required. efc.)

End of Trcatment
CIue no Intsr than l{ dnys sfter off-trestmest}

All off-t'eanuent e-CRFs indicated by the data
best response, etc.)

a

Follow-Up (Due no lster than lil rlsys after earh follow un period)
r AII follow-up e-CRFs indicated bv the data rnanageorert systeru {e.q.. srxvival, recrurence)

13.5 Rosearch Charts
A research chart (i.e. shadow chart) is unintained af OHRS for each patieut etrolled. Cou:pleted p$per
CRFs and copies of &e most sippificaat study source docrunentr will be maintained in the research chafi.
Examples of source doctunent copies that will be ruaintained in the rcsearch chart include: signred
inforrued cousent {bmr, docuneuts that verify eligibiliqr antl treahnent and docunents that verifu Grade
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3-4 adv*rse wc$t$ and re*ponse. TIds informstion will be rqldffted m e prospectivs bnsis sild will b€
canlidentially urain*aired at fhe OllRS.

13.{ Ruports
Publitafions aud arurual reports for submission to the IRB will be rldtten by the PI ueilg the data capttued
on the CRFs"

14. Ilsts rnd Srfr{y Monitoring
Monitoriug of this will occur il accordance with the

to two (?) or patrents slales that
"tlefrnilixe breCIsl srlrgar? lpr// &e peqfon*ed ,$ soofier &an four ourekr from the lait rtase af lipasomal
daxontbicin " . If anTt of the fwsr #trae patienls atperiance unexpected wowttl complicatiow, tirc ctuiarion a!
tiutefroxt l*xt chemo,ttrterupjt to defmitive *rsasf $rrgs{}, witt be utendetl to ,,io sooner f}xrx d we€ks,-,.
Subcequent audits will oecur or a$ annual bnsis prior to m$Hel IRB csntiauins review, if tLe findings from
the inifiation audit were satisfactory. More frery.rent audita of patient data and study candu*t will &crg if
aece$88Iy.

I 5. Ststisticd Conrid*rrtionr

l5.I Power Considerrtio$
?able 2. kccisiot calculetrou

The priurary objective of this shrdy is fo determine the rate of pCR
based on MCIST criteria with fi'eatnreut of DOX plus CAR iu
patients r.vith TNBC. The precision of the expected pCR rate rvas
assessed by calculating lralf (1/?) of the width of 95% Confideuce
Intervals (CIs) tlased on binornial dishibutions (Table ?). Based on

prior studies, au estimeted pCR rnfe of 309ro is expected [59]. The plan is to recnrit n:60, which will yield a g59,6
confidence inten'al within the +l- I lYo range. Secondary explorxtory analysis will detenuine tlru hoo-y"",
recrurence free sruvival GfS) and overall suvival (OS) io this study. RFS, defmed as time to local recurrence
followi[g surgery, regioml reculrence, distant recuJletrce, or dEath &onr any cause prior to recurrence following
surgery.

assesS

wefe
followed
risk of

To study
type) and

T*blc 3^ Miniural &retublc OR tasrd oo sckctcd pr.porri-.* o-
ouufronr aad re.spcusc rate Ps in tuEor$ witouf mufatioos, using thc
ucthod of chi-rsu&c rtl-t with 8041s power and a =0.05 (t*.o-sidad)

Po

0.20 0"250.15 0.{00.150t0
ftoportioo
of
muradoas
ofiotrcat

0!
03
0.4
0.5
0.6

0.7
0,8

6.?? 6.$ 6.30 6.30 6.58 ?.11
5"f7 5"!3 5.0{ i0l 5"t0 5.r?
5.2? 4.83 4.61 4.14 4 57 4.985J3 i1"7, ,r"rt 4^41 4-4? ,t-rt
5-{4 .1"9} 4.6d ,+.5{ 4.51t d.61
6-06 5,{S 5.15 5.01 5.00 5.@
7.57 6"77 &tE 6.22 6.?3 6.39

OS is defined as time Som initi*tion of
chemotherapy until death frou any cause. To
leclurtr]ce mte, the sanre 95]'o CI calcul*tious
applied (Table ?) assrrming each individual can be
up tmtil the end of shrdy. With an expected Z-yeal
reclurence of ?0% [59], &is results iu a 959i,
corfitlence interval within the +/- 9go rauge.

the mutational spectnuu of fumoru (by number aad
tlreir associatiou rvith pCR to neoadjrrvant DOX

aild CAR. rve used tlre method of chi-sqrrare test to estimate the rninirual deiectable association, in terux of arr
odds ratio (OR), rvitb 809o power and trvo-sided alpha of 59ir (Table 3). Prelirninary data show the &equelcy of
p53 urutations to be 8096 in TNBC. Assruxing a respor$e r*te for paiients without p53 mutations is Fs:0.2I aud
rvith nd0, this study has 8096 polver (a:0.05, hro-sided) to test a rninimal OR of respouse associatecl witb p53
mutstions of 6.4' Due to rnoderate saruple size (n=60)o we do not expect to have srrfficielt power (e.g. S09o) to

of 95-S$ CI
p

tit 015 o-20 0.25 0.30 0.40
40 0.09 0.lt 0.r2 0.13 0l4
50 008 0.I0 0"1 0.12 0. t3
f0 0.08 0.09 0.t0 0.ll 0.1l
r00 0-06 00? 0.08 0.08 009
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test a srnall as$ocietion between mlrtations-aud respotr$e, but *iru io fiud the e&ct size for planning a frrh,:e shldy.Mufations with more even distribution will be powered to detect glt}eller differences.

15.2 Ststirticnl Metksdr"
To address the priurary goal of this study, the pcR rate will fust be detemrined as proportiom and calculatiugits 9596CI' To study the associatiorr betrreen pCR respoo$e (yeslno) aud the pr.esence of GRD, type andnumber of mutations, clinical lyrnph node statrrs (positii'e/negaiivel, tunor size (<2crn&2cm) based on p53,logistic regression analysis will be rxe4 contrilling for eancsr treatneut and disease slage and othercovaliates if ntunbers allow. To evaluate RFS nud os,iuvival frmctions will be computed *skrg the Kapla*-Meier method' and conrpared betwesu mutation status rr*ing the tog-r*rrk t*st. ROsustment for additionalcovariates, such as c$rcer heahuent aud disease stage, wi[ f,e perfJnned usiug Cox proporlion*l hazardsregressiou analysis if uumbets allorv [84J. We rvill me the Cox rnodel alalysis to s'tudy the associafio'befweeu sffrcer rTyrerc: and the pt"y*""9 of specific rnutations *itf, nlc-pararueters, e.g. p53, Ki6?,apoptotic mal'kerx (cleaved cnspase 3), phosphorylated proteirx in t*rg*t.J p;th*ays, ganrnrs!{JA.X for DNAdarnage' AII test procedtres will be done at-siguificance level 5i'ir. aii statistical agalyses will be carried or*using SAS Versio[ 9.3 (sAS Instihtte, w*w.*a*..om) and R versior :-o.i in Formdation for Stafisticalcomputirrg' Vierura, Aushia, wlvw.r?rojeet.org) with support fiom the Biomeirics division.

Iu tlre evert the slrdr.closry eryly, e.g-, due fo slow accnral, *ll t&e statistical aualyses will be perfolled asintertm analyses. Specifieally, the alpha level nnd tlre criticalvalue will be -A.ii"t*Ai,-cording to'the o,Brieo-Fleuli[g approach. The infonnation tiure wilt be defined as the ratio of the mlnber of patieuts acfuallyrecmited in the study vs. fhe originally plarured saruple size.
15.3 Statistical Anatysis for Correlntive Studies

trt will be detemlined whicb fumtrs finur patients with gposs residual disease are sensitive to targpted ageut,cytotoxins, or the combination as a frrnction of mu6tional pro{ile and will be tested for additive audsynergistic effects. Dose respotue curves for trcahnents will be med to determine the IC56 fbr single ageutswith the GraphPad kisru software. Potential dnrg interactions will be calculated usiug the CornbinationIndex-Isobologram Theorem. lv{utatious in key gro"u formd in gross residual disease will be comelated toturror rcsponses.

15.3.1 Power considerstions for pDX Sfudies.
We have 15 rniee per treat$rent aun ifwe use ore tnrgeted agent and one cytotoxin. B*sed on the nret&odof one-way ANovA, our sftrdy has 809r power tp tlst a midirur, e{fecf size of Cohea,s I of 0.4j with
u =0.05. To courpare each healment aru: with *re vehicle control, oru sfudy has g096 power to tesf a
uroderate effect size of Coheu's d:0.40 with u=0.017 (fwo-sided, doafemod cor:ectiou).

15.3.2 $tttirticnl Methods for pDX Studies.
The overall objective will be to demonstrate activity fbr our selected agurts lbr a specific pafient,s furuor.Descriptive analysis (e'g". plots of huuor size vs. tirne siuce triannent, srmuuary sfatistics and
histograrns) will te *sed to explore the diskib*tian of data, identi$r o,tliers and iuform aqi rece$sarykansformatilns (e.g., logarithm) for strbsequeut statistical aualysis, Mixed model *nalysis will be usedto evaluate fhe treatftreut effect, represented by tumor iuhibitiou ratio. Trentrnent, Tfoe (of repeated
measlueruerts) and the interaction of Treatmeut and Tirne will be included as fixed effects. hrtra-sutrject(ifika-mouse) correlation tretween repeated measruerlents rvill modeled gsing raudom e{Iects. Overall
treahuent effect will be evaluated by the interaction of Treatrneut aud Timi based ou F test. Liuear
contrasts will be.used to compare each treahnent with the conhol. Boafenoai adjushnent will be apptiedfor multiple testing, as appropriate. The sa$le methods will also lre used to expior* the keatment effecf

-49-



Title: A Phrse 2 trial of liporomat dsxonrbicin and cn6oplatin in paiientr wit& ER, PR- HER-I negative breast cancer (INBC)ITI
for two dnrg combinations.

15.{ Qurlify of Life Meruures nnd Relsted Statisfics.
Based ou the tolembfity of tlre corubiuation of carboplatin end dsril in the metastatic *etting qtrality of tife
will be asssssed otlirfg a ryrality of,life sunrey instnrment. e.g" FACT-B, Herth Hope Indil, *d psql 

"tseveral tinre poinls before,during, ard afier treatnrent with ttre co$Ibination of doxil and carboplatin and then
with paelit*xel- Qualify of life scores will be analyzed longitndiunlly for presen,ation of score withia each
segurent of ther*py aod across the entire treatmeut regirnen. Quality of life scores will alss be courpared to
heolth eare provider documented sel'erify aad presence eif side effects. Quality gf life $core$ will also be
compaled to outcome ureasrues using pathologic eomplete respouse r"r',sus-partia}stable response aad
survival data usiug logistic r-egression.

Up to 610/o of breast e.anrerpatients report clinicolly significant sleep dishubance [85J. We will exalrirre the
impact of the investigational &eskneut regiureu ou sleep dishubauce, given the iurp*ci tlat sleep dishubauce
can hsve on vasourotor slnnptoms [86-90], imunrne frurctiou [91.92], and general qtrality of life [8S" 86, 92.
93] anrong breast cancer patients. The Pittsbugh Sleep Quality Index PSaD is a valid ancl reliable rneasure
of sfgep quality arld is widely used in studiis of breast ca$cer paiieuts."Scores > 5 igdicate cliuically
sigpuficant sleep disttrbance. The PSQI will be adrninistered be{bre cheurotherapy as well as after cycle i
liposonrnl doxonrbicin yd cartoplatin, and after week 12 of weekly p*clitaxei Analyses rvill detenuiue
whether sleep quality chauged over time, whether the rate of steep distru}ance ch*aged over time, and
whether*ny observed changes in sleep rlualityureet f:he cutoffIbrthe minimnl cliuically importart difference.
Continuous scores will be aualyzed lougitudiually fo dsterrnine whether participants report changes over time
in sleep quelity" PROC MDffiD fu SAS witl be used to model ctrange over time-in sleep-quality. If a
sigrificaat change over fime is observed for sleep qrrality. we rvill detenrrine tvhether the cSagple meets the
ctrtoff for urinimal clinically important di{ference (* 0.5 stanclard deviation) [g4J. Dichotourogi scores (< 5
vs. > 5) will also be analyzed longitudinnlly to deternine whether the prevalence of clinically significant
sleep dishrbance changes over tirue. PROC CENMOD fuI SAS will be used fo urode[ changetver tiure in
the dichotomou sleep distrubanee uleasrue.

16. Ethical rnd Regulrtory Conridcrstiors
16.l Sturty Conrluct

The PI takes frrll res-ponsitrility for rhe ethical conduct of the study wirh highest r.egar"d to profecfing the
rights and welfare of patients, inclutling, but uof liurited to. adherence to the ethical*principies laid &t in
the Behnont Repod. Declffatior of Heisinki and the p*tient,s Bill of Rights. This stndy is to be conducted
according to local and intenrational regulations, Good Clinical Pmctice guidelines and ilstitutionalpolicies
and standard operating procedures. It ord*r to eusure the safeiy antl rvelfare of study participants aud the
scieatific validity of the study. the approved profocol must be conducted as wrilten" Should *L*g.* to the
protocol or couseut beeorne necessaty, protocol anrendments will tlg sulrrnitted, in \yritiDg. to tie pI and
local IRB for approval prior to iurpleurentatiou. trnless there is au lrgent ueed to elimilrafi au irnmediate
hazard to shrdy participants. In tlrat case, notificatiorr to ttrre PI and the loeal IRB will be rnade as soo' a$
possible.

16.2 Institutionsl Revies Bosrd Approva.t
Prior to initiating or making chan$es ts the protocol, the PI nmst obtaiu written approv*l by * HHSIOHRp
approved IRB.

16.3Informed Consent
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Curreut FDA, OHRP, NtrH, st*te asd institutional regulntiour concenring infonned cor$Etrt will 5E follovred.A' written consent document that embodies the elirrents of inlbnnei'.o**i i* requir*d g46.116. Theinveutigator shall give the patient adequate opportunity fo read it befibre it is signed, e4plain all aqpecfi frrthe stu$ iCI lry Inngu,age and ruxwer uu o1t{, r***i *-;*ions regardiug rhe xtudy. If rhe parienr decidesto participate in the study" helshe will be asked to sigo the fuformed conseufDocumeut, A copy of tlre signedInfonned consent Docunrent will be given to the pitierrt and this will be aocurnegte,a ia the patie*t,s medicalrecord' Patient* who decline to partic.ipate orwithdraw from the study will be tr.eated rvithout prejudice.

16.{ Record Rrtcntion
The retention ofaccrrately recorded aad retrievable research dala is nece$sary iu order to ensure scientificintegrity' Research rccords ubordd include su{Iicient eetali to pernrlt exarniuatio" ar,rr" p-rp"i 

"}r"pri--ti-gthe research, respondiag to questiorx thaf may result iour minfentional error or misinterpretafion,establirhing autheuticity of the records, aud confuruing the validity of the colclusions.

AII patients'medical records and shadow fiIes/resemch records will be maintaiued in a secured locatioa audretairecl until specified by th* OI{RS.

I 6.5 Patient Conlidenti{tify
fufunnatiou about shrdy pafients will be kept eoufidential and uraoaged according to t1e requirenrents of t1eHealth lnstuance Portability and AccounkLlliry Aet of rg96 (I{rpAA). Those regulatiors require * ripr*apatieut outlrorizsfiou infanuing tlre patient of ttre following: 

\

X The protected health infonnatior (PHI) that will bJcolected froru patieuf"n Who rvill have accers to that inforumtiou snd why.I Who will use or disclose that inforrnatiou.n The rights of a research patient to revoke their authorization for use of their. pHL

*3::[||tflln,tt::t relgkes autlrcrization to collect or u$a PHL rlre invesrigaror, by regnrlation, rerainsv., vJ rLe;auarivut lSt{

*,::*;'r":1T:,1l,gffil:1,::11**d prior to the revocatiou of,patieut autdrization. For parieurs rtraril ;; ;ffi ililil'il""t #; il' ::'ii:Jff Il^^^t --:.-l -L-- /.

tf-1,1"1u:n number will.be reprded au the cRF and un 'u"*aJ*Ii#;;i;: 1o#dffiffi:i,?lcli*ical inforuratio'will be released wifho*t written as necessary formouitoring by the IRB. FDA. OHRP, and the

0r rscerve
and other eurployees who, as iuvestiglator* oll betralf of the uuiverslty, rvho

a pant, snbgrant. co0trsct. subcputract, 0r coollerative agreemeni tb, *oy
lillTleltionat ols.ervice purpose and iniestigators *ui*og *;;ffi,,;;;;;;";il;
subcoutuactors to or collaborators witrr the universif,. on projects firn4ed or for nrustdlgclose mry real or a conflir:t of interest and atride

5l
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1?.1 Patient Populetion
Wamen with previously-urkeated. stage II-III breast cancer, ER/PRfiER2 negative. High risk stage I
TNBC with firmors at least 1.0 cm in size for which chemotherapy m&y be indicated per &e NCCN
guidelines ruay alss lrc iucluded"

l7.l Potentisl Riskr
All c.are will be takeu h nrinimize side effect, but th*y can be uaprcdictable in nature *nd reverity. Risks are
outlined in $ection 7.

17.3 Consent Procsdures
Informed consent must be obmined prior to cour*rencing ary resealch procedrres. The PI shall seek such
co&seil oaly under suck cirflmstarce* that provide the proapective patient opportunity to consider whefher
or not to p*rticipais ftnd thut minimizrs &e posnibility of coercion or urdue influeuce. The infonnation given
to the patient, or the lepresent*tive. shnll be in s lnnguage underxtaudable to the patieut or representxtive. The
infonned consent docume$t may uot include auy exculpatory langnrage tlu'ougilr which the patieat or
representative is nrade to waive auy of the patient's legal rights or releases. or appears to release the
investigator, fhe sponsor or the institution from liability for negligence.

Remote Consenting
Follow rry will continue up to hrenty years following couplation of therapy. For IRB *pprovals thnt would
involve re co$se$thg due to a study drange, fhe option to consent pntients refilotely cxn be done using the
following process:
The patient will be called to infonu himlher that a uerv version of the consent is available and will be m*iled
or faxed to them. If mniled, n stamped rthulr euvelope witl be provided for them to retum the signed
consent.

After tlre coasent is mailed or faxed, a call will beplaced to the pctienf to review the consent, including the
changes. Orrce the patient vertalizes ar rurderstanditg of the couseut and all of their' ions have beeu
answered. they wil}be instructed to sign oud date the docrunent and return it to
the stamped retum envelope.

Upon receivirg ftre sigrred consent, the consenting iudividual will siprr the conseut docw:rant and nrail or fhx
a completed copy back to the patieut.

The entire process will be doetunented in the patieut's eleclrouic uredical recotd"

17.{ Potentiol Benelits
Poteatial benefits may be rsduction in the size of tumor, ixproved ftunor respoosel a longer pmiod prior to
recurrence! redtrced risk of recrurence. impraved overall srrvival, identification of potentially elfective dnrgs
that could be used if the disease recurs, ardlsr irnpmveureut in symptours related to thefu'disease.

17.5 Rirk-Ben*Iit Rstio
The potential berefit that may result from tlris sfudy bnlauces the potential rick to the pationts. Results of
previous trialn suggest that these dnrgs are *ctive agninst breast cflncer. This protocol may or may uof be
hslpfirl to a specifie patient, but the resrlts may help the kvestigators leanl about the administation aud
effectiveness of doxilfliposoma-l doxorubicin or epinrbicin with carboplatin followed by paclitaxel iu breast
catrcer and uray aid in fhe treaturent of other patients. This research trentment is a ctuafive rc64iuren, buf uray
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not guaraotee this outcome. Benefit ca$'t be promised nor can ttrre chance of benefit be accru'ately prcdicted.
Literaturs presentafians orr recent studies using these dnrgs irr breast cillcer patientc do uot susge$t au
rmacceptable risk;benefit ratio.

17.6 Gender and ilfinorities
Fernale patients accounted for 58% of caacer patients seeu withiu
clinical proffam$ within the last ye*r. Of all lbmnle patieafs eveluated armually" A&icalr-Americaff
compri*ed 7 .'lD/o,Arxerican IndiculAlaska Native 0.?olo. Native HarraiianlPacific Islander 0.3od, Asians 4.?o/o,
multi-racial 4..396, aad l.9o/o Hispauics. For all patieats eutering clinical trials, *re percentages were 8290
wome& l4"7Ya S,hicarrAmeric*n, 6.80,/o Hispanic, Americau &rdian/Alaska Natine 0.296, Native
Haw*iian/Pacific Islarder CI.51.6,, urulti-racial 0"2?'o, and 3.6% Asian.

No pereon shall, on the grouuds of age, r*ce, color or n*fioual odgin, be excluded from participation in, or
be denied the benefits of, enrolhent in this protocol.

I 8. Eeonomi*lFimncinl Considerstions
Patients and/or their insruance carriers will be expecfed to pay for all costs of therapy, rnonitoring, and follow-
up.

I9. Publication of Research
The policies and procedrues of Iegal deparlment (see: lurrestigator's Handtrook) rvill
goveru publication of the kial. It is eipeCtedl t t-liE results of this trial rvill be subuitted for publication in a

timely maorer follorving fhe conclusiau. The
any abshact or manuscript.

Ptr, arrd all co-authors prior fo subruissioo or use, must review
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Appmdix A

Perfnuuancs $tntus Criterin

ECOG Performrnce Staiur Scale Karnofskl' Perforrnn nre Scale

Grade De*criptions Percerrt Descripti*n
0 Normal acrivity. Fully active. able to

cfirry on all pre-diseasr perfonnance
wi$out reslrictio*.

100 Nornral, ro complaintr, uo evidesce of
disease.

90 Able to ca$y ou $qfirul activiff; mincr
sigui or $lt ulptogrs of disease.

t Syurptonrs. but arnbulatory.
Restricted in physically srenuous
actility, but ambulatory and able to
carry out work of a li$rt or sedentary
nnhne (e,9., lig&t housework, o{Iice
work).

80 Nonual actirtfy rvith effortl sorlre signs or
symptoms of disease.

70 CarEs fur self, umble to carry o$ nonnal
actir.ity or to do actir,e x'o*.

1 Lr bed <5001t of the tinre. Anrbrdatory
arrd cryable of all self-care. but rurable
to carry out sny work activities. Up
ard about more &a$ 5096 of wnkiry
hours.

60 Require* occasional assistance. but is able
to care {br trost ofhis;lrer needs.

50 Requires considerable essistance and
frequent medical cnre.

J Lr bed >509i, of the time. Capable of
ody triudted self-care. confined to bed
or chair urorE dian 50Yo of waking
hours.

40 Disabled. requires special care asd
*ssistance.

30 Sevaely disabled, hospitalization
irrdicated. Deaitrr not inu*inerrt.

+ 100% bedridden. Completely
disabled. Carurst carry on arry self-
c*re. Totallv coufiged lo bed or qhair.

30 1tery sick. hospitalization itdicated.
Death not iuunilent,

t0 Moribund, futal processes propressitg
rnpidlv.

5 Dead. 0 Deatl.
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Appontlix B

New York Hesrt Association Criteria

CIass

I No lirnitation: Ordinary physical activity does nat cause tmdue fatiEpre,
dyspnea, palpitatiou or auginal pain.

II Slight lirnitation of physical aetidty: Such pafients are co$rfo{t*ble *t rest"
Ordisary physical activity results in fatigue, palpitations, dyspnea. or
anginnl paiu.

m Mnrked limitatiou of physical aetivity: Althougb patients are comfo*eble
at rest, less thar ordinary physical activity will lead to spptoms.

fV Inability to carry on physical activity withorrt discomfort: Syruptoms of
cardiac insufficiency or of anginal syndron:e may be presenf even at rest.
With any physical acfivifv, increased discomfsrt is experieuced.

$onrce: Criteria Commifiee, New York Heart Assoeiation, Inc. Disenses of the hesfi
arrd blood vessels. Nornenclature and criteria for dingnosis. 9e ed. Boston, Little,
Brown and Co. 1994:253-6.
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Apptudix C

FACI-B (Yerxioa {

Belmr i* s list af strte&el$s that ctircr peopte with your illness h&t'e raid nre irryortant. Plese clrtle
or m*rk onr nunbtr Xur ltu* to lrrrtleatr yorr maparrer nx li nppllee io iee p5 J,l-$;p;'

PHYSXCAL II'ELI.-BEING

I havc a lack of cncrgy

I har,t naurcs.

BccaurE ofmy physical coudition. I havc troublc
mccting tlrc nccds of ruy &r:rily.............

I havc pain..,,."

I aur bothmcd by sidt cffectr of trcatructtt,".

I fccl iII...........

I aru forccd to rpaud tirue in bd.....

$AeIALff SiUr-rrXYtr-},L#S$j"$

I frrl closc to nry fricnds..

I gct cnrotiolal tt$port frcrn nry family'... "...'... "..'....'...'..

I lpt ruppori fro* my &icnds..,.........,

My frrnily has accrpted nry illrrt:s

I am ratisfied with *xnily colruuutication about my
illlers,..........,,.

I fccl closc to try paltn*r (or thc perrou who is ury nrain
support)

rtegar/Iass ofionr carrent level of se,xual activity, plase
ansr* the tollowing qlgllion lf1*u prefer not to dt st$s it,
plmse mrrk this Dot U and go to the nex! secion.

I aur satisficd l,ith rrry :ex life ............

I\ot A little Somr- Quit( Vttl'
at nll bit whrl a blt much

01]34
01234

0

0

0

0

0

0

0

0

0

0

0

",

2

1

1

)

34
34
34
34
34

NBt A tiftlt Somt- Quite Very
at *ll bit rvlut a bit much

l

1

)

1

1

1

J

3

J

l

J

4

4

4

4

4

4

tdX*d{3S$
F*.I d,t{bt (t'rEr!

Csr! X't?.ll9]
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FACT-B (Vusion,{}

Pleese circle or mar.k oup number per line to indic*te yout't'eiponse *s it applies to lhe past 7

l|sr.

EMO Tr ONAL. lYA LL.BS"IjY0

I fccl sad.........

I aur satislied with how I anr coping'rvith rny illrrcrs......^.,.

I aru losing hope in &c fight agailst ury illucrs...,...'.........,

I fcclrcn'our.

I worry nbout dyrng...,,.,"..."..

I worry lhat my caudition will gct wortc

ruN c"" I-r QN aL w EI- L+ S l}ig

I sm ablc to work (inrludc work athomc)

IvIy work (incldr work at homc) is ft1fi11in9...".................

I am able to enjoy life............^......

I havc acccptcd ruy illncss.......

I am {ccping rvcll ...................

I am cnjoying thc things I usually do for ftur."."..."...........'.^

I atr cortcnl with the quality of lry life right $o1!'.,.,,...,...,.

lirt A little Some- Quite VrrI
rt lll bit wlr*t t bit murh

0

0

0

0

0

0

Not
rt *ll

0

n

0

0

0

0

il

4

4

4

4

,t

4

t X6rar3ilR
rGtJ!

234
:14
)1n

234
334
234

A litttr $orne- Quite \rtt1lrit $hrt s blt rnurh
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t
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-,
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3
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3
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3
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I-I

! circle or mnrk one numher per lfur to lndicnte yorr respolrso ns it *pplles to the ggglJ
drnr.

ADDITIO:\dL COIiqE(N$

I hal'e bre$ ghorr ofbrcst&

I srn self-comcious about ttre way I dress..,.,.

Ouc or both of :ny arnt sre slvallen or tcndcr,,'..,....',....'."

I fccl scxually attractive

I ern bcthcrcd by hair loss

I x'onT thst other rucmbrrs olury fanrily uright
somrday gtt tlrc rarut illlcrs I hal.c

I vrorry xbout thr cffcct ol'strc$s oo my ill$css .......,"..',...'

I am bcthcrcd by a changc fu u'eight

I *tt. ablc to fccl likc f, lvoman

I havc crrtail part: ofruy bodyrvherc I expcricocc pair.."

T
APPENDIX D - PITTSBURGH SLEEP qUALITI'INDEX

Not at A littlt Some-
oll bit $brt

Quitr v$T
a bit much
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0

0
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$uffir* lnit*sk $&# 0ste-fims-JFt#

PITT$BUftSH $-EEP 0UAtmY ${.*EX

[rsTRUtTr(rl3:
the *nltomkrgrye*Snrw rddr&Xurus*sthaph*!bdlsitqrk,Ws* rtwt#tg[h;. Ymrsnrorr
rhordd krdceb thc crs6t sccxrreib re3*yr $orthe rla*xiiv of ryr and ni$tr ln llla p*xl m*fr'
Fl*crs aftsnr r$ qpaetdurr.

{hrr*rg$re ffl!* $mri&" rr*r*iiims harm ytr,r ux**ft gwt* b bsd s n ght?

*En rlHE_
{h*trEfu p$* t$urft. *Ne*h*fifi {h rtlkr{*it} tffiit uxuly Serr you u hssCoup sltft rIW

NU*,*gEn OF Mlili{JTEE

3. Ourirry *tt pasr nrorrth, udlit time harm ynu uxusft g&tn up in $r* mcming?

CET'TII"T& UF TIT,{E

1"

{. Owir}g th. g*rt rnsflt}r" ho* mony hours {$ ss{$el *le€o di, }Bs Sst d @ht? {Thir rney be
d*fisrerd *lln the numh*r *f txrlr* lturcSer* in bed.l

HSURSSF $LSEF PEH HE&HT

nnrGrs{r{#ftEllme*ning S*:rser}r, rft*d ilraom* hm(rrylrc. phrxerrrrmr$EpSn*rr,
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Study No.

HERTII HOPE INDEX

Listed below are a n$mber of stntemel*s. Read eaeh stat*merl and place ar [X] in the box that describes hsw
much you flXfFs x'ift tbnt s{st*mcnt ri$ht now.

Strongly
disasree

Disagrree Agree Strongly
Amee

L I have a positive outlook toward life.

2. I have sho$ andlor loug range goals"

3. I feel all alone.

4. I can see possibilities in the midst of difficulties.

5. I have faith that gives me comfort.

6. I feel scared about my futru'e.

7. I cau recall happyljoyftrl times"

8. I heve deep itner sfrength.

9. I am able to give and reeeive cnringflor.e.

10. I have a sense of directiou.

I l. I believe that each day has potential.

12. I fbel my lif* has value and rvorth.

0 1989 Kaye Herth
1999items2&4reworded
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