A RANDOM'ZED PHASE " STUDY SCHEMA BASELINE CHARACTERISTICS RESULTS - Disease Qutcomes

{ Patients with advanced breast cancer } C CCy C CCy
with potential for palliative benefit n=42 n=40 n=42 n=39
STU DY CO M PARI N G l Age at randomization, Average (SD) 57.3(10.0) | 59.2 (11.9) Numbers with progressive disease or
Age group at randomisation death by the end of follow-up
‘ _Informed consent and randomization | 30-39yrs 2 (5%) 2 (5%) Alive, no disease progression 1 (2%) 1 (3%)
C APEC ITABI N E (C) - . 40-49yrs 7 (17%) | 7 (18%) Alive with progressive disease 9 (21%) 8 (21%)
i Arm A 1 Arm B ) 50-59yrs 16 (38%) | 12 (30%) Death after disease progression 30 (71%) 28 (72%)
Capecitabine 1330mg/m? days 1-28 Capecitabine 1330mg/m? days 1-28 + 60-69yrs 13 (31%) 11 (28%) Death without progression 2 (5%) 2 (5%)
WITH C P I_U S O RAI— g 28 days until 6 cycles cqmplete or dis- cyclophosp_hamide 100mg/m?days _1-14 70-79yrs 4 (10%) 7 (18%)
\ Sa5E PIRYTESSn J |98 daysunt Gp%gre;gg:plete or disease 2 80yrs 0 1 (3%) Median follow-up 12.8 months | 13.1 months
) ’ Age at Diagnosis, Average (SD) 51.7 (10.1) 53.8 (10.9)
CYC LO P H OS P HAM I D E l Ethnicity Best overall response
Y ] 0o
[ Followup for tumour response (8 weekly CT), toxicity assessment & QoL } I\NnioErliJl'Opean 28 g;l/o;o) 35 ggj’) g::::z: ertees;eosnpsoense 2 4 (330 %, ) 27 ( 4 4%)
CCY I N P A‘I‘I ENTS WI'I'H Other 1 (2%) 4 (10%) Stable disease 9 (21%) 9 (23%)
WHO Performance Status Progressive disease 18 (43%) 11 (28%)
0 15 (36%) | 16 (40%) Early death from malignant disease 0 1 (3%)

ADVANCED BREAST CANCER. SAMPLE SIZE : s (2% | 7 (18% Carly doath from othor cause o |t ew

Following the Phase lIb concept® the study was designed with three decision regions for the

of the preference for oral therapy especially in patients with poor venous access. [ The difference in response rate (10.3%) suggests that CCy may be a superior regiment

and should be tested in a larger trial.

estimated treatment effect (observed difference in tumour response rates on experimental 3 4 (10%) [ 1 (3%)
Disease History from original breast cancer diagnosis Difference and 95% confidence interval 10.3% (-10.8, 31.4)
Cancer TriaIS N eW Zealand StUdy 01 03 and contrOI armS): ER Status * Treatment related SAE (diarrhea) 6 weeks after randomisation.
— 1) if the estimated treatment effect is >20% the study will conclude that there is evidence the Positive 28 (67%) 23 (58%) tPulmonary embolism 6 weeks after randomisation

experimental regimen (capecitabine + cyclophosphamide) gives a higher tumour response Negative 14 (33%) | 17 (43%)

rate than capecitabine alone. PR status . my o
Vernon Harvey', Katrina Sharples?3, Richard Isaacs*, Michael iti 0 0 =

. Y5 ; _ P ’ . _ ’ ; i) if the estimated treatment effect is £20% but >7.6% the study will conclude that there may Zosﬂ;\_/e gg (220;0) 13 (jgojo ) Pro ortior|3 ofE §tilejn|t::|;xs erie-rl,-g?,( |E|tr|£§ 3 toxicit

Jameson’, Mark Jeffery®, Blair McLaren’, Stephanie Pollard®, Greta be clinically important benefit in tumour response on the experimental regimen, and that the Ne??( ve 0 (48%) 2 (8‘7 0) P P P 9=9 Y
Riley2, Andrew Simpsons, Michael Findlay2 evidence is promising enough to warrant further investigation in a larger Phase Il (or lll) trial HER? stoatugown (8%) C CCy

oy : i <7 RO : : : o o 0 n=42 n=39
'Dept Clinical Oncology, Auckland DHB, 2Cancer Trials New Zealand, University of Auckland, ili) if the estimated treatment effect is _7._6/0 the stuc_JIy will conclude that there is evidence POSItl\_/e 6 (14 0/0) 4 (10 o/o) .

3 i : .. : : 1 <t that tumour response rates on the experimental regimen are no better than on the control Negative 23 (955%) | 19 (48%) Neutrophils 3 (7%) 13 (33%)
Department of Preventive and Social Medicine, University of Otago, “‘Regional Cancer Centre, redimen Not known 13 (31%) 17 (43%) Platelet 1 20, 0 0%
MidCentral Health DHB, °Regional Cancer Centre, Waikato DHB, ®Oncology Centre, Canterbury 9 ' Prior Chemotherapy Haaefnigslobin 0 (2%) 0 (0%)

- g : : : : : : _
gHB,t I;)I:ll(;ology Haematology Department, Otago DHB, *Wellington Cancer Centre, Capital & The cutoff_potl:ts fortthcle three ;939(;;n ded3|gn a_re_ chose_n SO :thattvél'::? an expe;:tzeglo/be:; ove_rall Prior adjuvant treatment 24 (57%) 18 (43%) Diarrhea 4 (10%) 1 (3%)
oas response in the control arm o o and a minimum important difference o o thereis a Prior palliative treatment 9 (21%) | 10 (25%) Nausea 0 1 (3%)
probability of i) 0.025 of falsely concluding there is evidence of benefit and ii) 0.125 of Vomiting 2 (5%) 1 (3%)
BAC KG RO U N D fals_ely concluding the treatment regimen is ineffective. The required sample size was 80 RES U LTS ~ Pr()greSSi()n Free SurVivaI Urinary symptoms 1 (2%) 0
e L . . . patients. = Stomatitis/mucostitis 0 1 (3%)
[ Capecitabine is an oral pro-drug of 5-flurouracil which is metabolised to its active cyto- :
toxic components by the action of thymidine phosphorylase (dThdPase). Thymidine STATISTICAL IVl ET H ODS @ ?ntc?rexm g 59, g 13%
phosphorylase is found in liver, intestine and tumour tissue, and in preclinical models is Tha dift _ i f s t ds to treat t _ = atigue (5%) (13%)
referentially upregulated in tumour tissue by the cytotoxic drug cyclophosphamide.! 2 ellEisiss dn[plrejeieinlieinks 1 sl s uiln ez almie ey itssfpleliels e s il 2 el = 2
P Y HpPreg y y 9 CYCIOPNOSP tal and control regimens and a 95% confidence interval is calculated. Proportions with the % _ _ C CCy Hand-foot syndrome (2 grade 2) 7 (17%) 11 (28%)
[ Capecitabine, given on a schedule which mimics protracted intravenous infusion of various adverse events are compared using a 95% confidence interval around the difference. S ::\Iledlan prtc:‘gressmn 2 1 -
5-FU, has been shown to have significant activity in breast and colorectal cancer.? Progression free survivial and overall survival are compared using Kaplan-Meier survival 3 9"59; (g;°“ s) (19.54) (35 83)
. . . . curves and a log rank test. E ° == = CONCLUSIONS
[ An all oral chemotherapy regimen would potentially be of benefit to patients, because S log rank p 0.44
&

CONSORT FLOWCHART
SELECTION CRITERIA { Assessedforeligibility}

] Both regiments were delivered with low toxicity.

| 1 Progression free and overall survival were not different in this small trial.

Key Inclusion Criteria (n=196 ) . . l .
O Histological or cytological evidence of breast carcinoma = l 114 excluded: 0 10 e ranjgmizaﬁon (month‘;’ 40
m m m m (¢D) -
[ Measurable disease as defined by RECIST criteria £ 32 enrolled and randomly 33 did not meet inclusion criteria R E F E R E N C E S
] Over 18 years, able to give written informed consent 2 allocated to treatment | 29 patient declined S S S . . . . . L :
1 Ade fe b ’ ' h | 41 ; " c 2 oncologist choice R E U LT - Ove ral I u rV|VaI 1. Yo_sh.m]oto I\'II, Takahashi K, Saito M, Ta.da T, Makita M _and Kasum F. Oral combination chemotherapy of 5'deoxy-5-
quate paseiine pone marrow reserve , renal and iitver tunction fluoriuridine (5'dFUR) and cyclophosphamide for metastatic breast cancer. Pro ASCO 106a (abstract 401)
J Calculated creatinine clearance ( Cockroft & Gault) > 50 ml/min 1~ 2. Endo M, Shinbori N, Fukase Y, et al. Induction of thymidine phosphorylase expression and enhancement of efficacy of
1 Perf tat WHO) 0-3 capecitabine or 5'-deoxy-5-fluorouridine by cyclophosphamide in mammary tumour models. Int J Cancer 1999; 83: 127-34
errormance status ( ) B _ _ - 3. Fleming TR, Richardson BA. Some design issues in trials of microbicides for the prevention of HIV infection. The Jour-
1 No more than one prior chemotherapy regimen for advanced disease. S ( \ oh C CCy nal of Infectious Diseases. 2004: 190(4); 666-674.
U . . ( . . ) )
O 42 alloc.ated_to capec_ltablne (C) 40 allocated to c;apemtabme + Median Survivial
_ _ _ < 42 received intervention cyclophosphamide (CCy) o th 14.6 13.2
Key Exclusion Criteria N . 38 received intervention S o (mf nths) : ' . y2 Canterbury
[ Male ; _EI]F 95% CI (86, 210) (97, 180) AUE‘%LMD District Health Board
. . . =3 n IO I‘ank 061 ®) CancerTrials New Zealand / e Te Poari Hauora o Waitaha
[ More than one prior chemotherapy regimen for advanced disease z il l = Hj'—I_HLl g P In association with :
- - . o : : —
3 Brain and/or leptomeningeal disease S { 0 pal}_“ﬁ”ts lost to} [ 1 p?‘tile”t lost to J g op HLLH_ —C Soew
. ollow-u ollow-u o3
1 Pregnant or lactating women. D P 2 _IL — CCy Canital & Const
. " " " u u " apita oas ICEnTRAL DisTRICT HEALTH BOARD
] Investigational drug therapy within 30 days prior to randomization l l b " \‘ \l b et M Crriea: Dicy Hesi Bonse
u u u (n . % UroKO KI TE URLU HAUORA
[ Concurrent _ant!cancer therapy (any radiation should be complete at least 4 weeks ] All 42 patients included in 39 out of 40 patients , — , L
before randomization) £ analyses included in analyses e
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