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ABSTRACT Study design > : .
re =3 - F
) Baseline characteristics [“d Progression free survival
. . . LV5FU2s 5FU 400 mg/m?IV bolus D1
Background : Metastatic colorectal cancer (mCRC) most frequently occurs in elderly patients 5FU 2400 mg/m?46h infusion D1-2 EU IRI 1.0
(pts), but these are less frequently treated with chemotherapy (CT) than younger ones. LV5FU?2 0 SFU arm | — N= 142 N= 140 Median PFS (monms 35%C1)
We report the final results of the first phase III study in elderly pts with mCRC receiving mCRC LV200 mg/m*D1+2 T Ell<£2(20: 81
_ _ - LV5FU?2 5FU 400 mg/m*IV bolus D1+2 Age in years - FU .92 [, O.0]
a 5FU-based CT with or without irinotecan. = 75 years — Is 5FU 600 mg/m*22h infusion D1+2 _ > 0.8° IRI: 7.3 [6.5:8.6]
Methods : Elderly pts (75+) with previously untreated mCRC were randomly assigned to LV5FU2s IRINOTECAN median (range) 80.4 (?4'?-90'4) 80.3 (?5'1-91'?) ;
receive a 5FU-based CT, either alone or in combination with irinotecan (FU arms: LV5FU2 T Bl (vsEus < 80 years /= 80 years 44 .4 /556 479 /521 n HR=0.84 (95%CI:0.66;1.07)
e s N FOLFIRT | LV5Fuzs ® 06 p=0.15
or simplified LV5FU2, IRI arms: LV5FU2-CPT11 or FOLFIRI, reduced dosage for cycles 1 Stratification criteria . - = | lIrinotecan!V 90mnD1 Gender - % o 0.6 -
and 2). Stratification criteria were: center, Charlson index, Karnofsky index, previous « Center Illiarm — #
adjuvant CT, sex, age, alkaline phosphatases. Primary endpoint was progression free * Charlson ir!dex (0 vs 1-2 vs 3+) ' l.. Z’IRI LV5FU2 Male / Female 528/47.2 543 /45.7 g
survival (PFS). 240 events (282 pts) were required to demonstrate an improvement of : graerCi%?skgéngs)a(nglg'lq vs 90-80 vs 70-60) . B ~— = =" | Irinotecan IV 90mn D1 Karnofsky index - % g 0.4-
median PFS from 5.5 to 7.9 months (m) in the IRI arm (bilateral a=5%, B = 80%). . Sex ) liinotocan 100 / 80-90 / 70-60 14.1 / 54.9 /44 13.6 /55.7 /30.7 8 \
Secondary endpoints were overall survival (0S), safety, objective response rate (ORR), » Age (< 80 vs. = 80 yrs) -150 mg/m? for C1 and C2 Charlsoninden: % 8
QOL and geriatric evaluation. Kaplan-Meier estimation, log-rank tests and Cox model (HR * Alkaline phosphatases (= 2N vs. > 2N) -180 mg/m* = C3 if toxicity < grade 2 (except. alopecia) a 0.2]
_ 0/1-2/3+ 56.3/39.4/4.2 5797364 /5.7
with 95%CI) were used.
Results : Between 06/2003-05/2010, 142 pts were doml igned to FU and 140 to IRI Alunn phosphatases 2 T
ults : W - , s were ran y assi a . > - . wR emE= - a .
Median age was similar in both arms 80 years (range 74-92). Main characteristics were Ma.n ellglb“'ty Cr.ter|a £2N/> 2N 789/ 211 79.3 /207 0.0 LR EELEY LE DD AR RELDIED DL IS UL eI
well-balanced. Median duration of treatment was 3.5 m in FU and 4.5 m in IRL. At least ; ; : Number of metastatic sites - % a=idi n={J8 0 5 10 15 20 25 30
one CT dose reduction was observed for 30.9% pts in FU and 52.6% pts in IRI. No * Histologically confirmed unresectable mCRC - 1/2/=2 44.0/38.3/17.7 42.0/31.2/26.8 Atrisk Time (months)
significant difference was observed for the median PFS: FU 5.2 m vs IRI 7.3 m, HR=0.84 e Age 275 years Popu Iatl on ACE - % =121 n=121 EU 142 70 13 13 7 4 5
(0.66-1.07), p=0.15. ORR was superior in IRI arm (p=0.002): FU 27.4% (95% CI: 20.1- ° Karnofsky index =60 < 2N /= 2N 46.3/53.7 47.1 /52.9 IRI 140 92 “ 13 8 2 2
35.8) vs IRI 46.3% (95% CI: 37.6-55.1). Median OS was 14.2 m in FU vs 13.3 m in IRI, P : — o 06/2003 02/2010: 282 pt d ) d
HR=0.96 (0.75-1.24). More patients presented grade 3-4 toxicities in IRI arm (76.3% vs SEERge NG ERPCEEnGY Lile il i / - / . p S ra n Om |Ze
% - - % % - % % e > 1 bi-dimensionally measurable lesion (RECIST . .
52.dzf/ l)),.Imalnlyt neutrlopizla7 f38.50/ 7v/s 5.f2/t ;)f_:_)ts?, lelar::ea (22.2fj .vs 25.2t/ .of ptsz N ' g Yy o e o ( ) °® med ian fOI |OW_U p . 70 [43_ 84] months .
and febrile neutropenia (6.7% vs 0.7% of pts). Toxic deaths occurred in 2 pts in eac * No previous or metastatic disease = __ Sy =
. . EECD Toxicities :
 Adjuvant therapy allowed if stopped at least : : Ove ra" su rv|val umoral res po nse
Conclusions : In this elderly population, adding irinotecan to an infusional 5FU-based CT mohths befors randombstion 282 patients randamized - Toxicities on patients with at least one dose of treatment (n=271)
seems to increase PFS but does not improve survival and was associated with an . | 1.0
. . e Adequate organ and bone marrow function All grades Grades 3-4 . )
increased toxicity. o [ | N (%) N (%) | Median O S {(months [25%CI])
* Creatinin clearance = 45 ml/mn (Cockroft) P Arm B : IRI = — = == FU:14.2 9.5 19,0 FU IRI
* Signed informed consent 142 patients 140 patients N=136 N=135 N=136 N=135 3 0.8 IRI: 13.3 [11.2;17.9] N=135 N=134
. N (%) N(%)
N=6 — Any toxicity 135 (99.3) 134(99.3) 71(52.2) | 103 (76.3) 'E HR=0.96 (95%CI : 0.75:1.24) 7 (274 62 (46.3)
> = - 2 pts lost to follow up ) = ! - 4)77 . . . .
" . Study endpoints Lot wihoutcancer 2 died premarel L Hematolo gical toxicity 113(83.1) | 131(97.0) | 10 (7.4) | 55 (40.7) z 08 R (:'a’i:c(t(':‘;e:e;g;’“se OR (95%CT) : 2.3 (1.43.9)
‘EE‘CD IntrOd uctlon - 2 pts for unknown reason ;:a:::' for unknown Anemia 103 (?5.?) 126 (93.3) 2 (1 .5) 7 (5.2) o] p=0001 . .
e Primary endpoint Neutropenia 31 (22.8) | 100 (74.1) 7 (5.2) 52 (38.5) 0.4- R 5 (5.7) (5.2
e CRCis a disease of elderly Febrile neutropenia 1(0.7) 11 (8.1) 1(0.7) 9 (6.7) ' '
- Progression-free survival Patientstreated Patients treated Non hematological toxicity | 128 (94.1) | 132(97.8) | 66 (48.5) | 75 (55.6) 0.2 PR 32 (23.7) 55 (41.0)
- Median age at diagnosis: 73 years (Seer) * 5FU arm vs IRI arm N=136 patients N=135 patients Nausea 57 (41.9) | 21 (60.0) 2 (1.5) 3 (6.7) :
» as assessed by blinded independent review Vomiting 32 (23.5) 56 (41.5) 2(1.5) 3(5.9) SD 62 (45.9) 43 (32.1)
e events : progression or death Diarrhea 60 (44.1) 102 (75.6) 7 (5.2) 30 (22.2) O-O'Wﬂmwwmm PD 26 (19.3) 11(8.2)
d dsaton Thromboembolic event 6 (4.4) 17 (12.6) 4 (3.0) 12 (8.9) 0 10 20 30 40 &0 60 70 80
* A PublicHealth problem SDDCUI VY SR Mucositis 32(23.5) | 36(267) | 2(1.5) 2 (1.5) S g Time (months) NE 10 (7.4) 18 (13.4)
— Overall response rate (independently reviewed ial i i . ; : ; ; ;
_US bo ulation 65 . %2 in 2030 p (independently reviewed) Myocardial infarction 4 (2.9) 0 (0.0) 4 (2.0) 0 (0.0) FU 142 20 48 23 10 4 3 1 1 . As estimaFed -by investigators
p p sF y' ' — Overall survival (events: deaths all causes) - Toxic deaths occurred in 2 pts in each arm. IRI 140 oo 42 20 12 4 2 1 1 « RECIST criteria
— Suboptimal management ~ Quality of life (spitzer scale) £ECD Administration
: z : — Geriatric assessment
— NO Improvement INn su N'Val (IADL, Mini Mental State Examination, Geriatric Depression Scale) ‘EF)CDY Pro nostic facto rs = 0
- Safet & 590 9 FECD Conclusion
% P ll. t. CT = 'd I Y TP - ™ N=136 N=13% » Explanatory multivariate analyses (Cox) 2 model (N=79) == =
alllative in €laeny - Comparison of simplified vs. non simplified regimen T e ks (meuthe) 3.5 (0.0-23.6) 455 (0.0-23) T T e T e R -
- Standard regimens not prospectively validated Numberoftqcl:s : medi:n (ra(nge) : 8 (1-37) 10 (1-34) PFS o% e . E!lt_:lerly. patlen_t;:shcan be treat;:ld :\nth _ita ndard
» - - - - Dose intensity (9% ) — median (range HR C195% HR C195% IRl vs FU 0.81| 0438 |1.36|( 0.42 (090| 051 | 157 | 0.70 regimen wi d manadaged e [OXICI
: Statistical considerations e finreeal  gradiemare g g - 9 9 Y
- Subgroup analyses, phase II trials suggest 7 (1.1-186.1) 3.(467-171.9) Treatment Arm Alkaline phosphatases -~ e In this elderly population, adding irinotecan
feasibility in fit elderly : : 2 SFuAtol 978 (21.6-1968) 953 (7.0-1205) IRIvsFU 0621 063 (1071 0144 11 06| 080 |1.39 | 070 <2Nvs>2N oss| 045 [173| 071 [066| 033 [129| © infuslanal bacad d
o« Assumption for sample size calculation Irinotecan 2 93.2 (34.7-177.6) T to an infusional 5FU-based CT does not
3 Alkali h hat i i ifi i i
— 240 progressions or deaths (282 pts) Atleast one dose reduction - N(%) 42 (30.9) 71 (52.6) Sz;&'::’;;sp o || e e | asil wme |oas | s P 0.43| 022 |084| 004 [047| 023 [097 | 012 5'9mflca-ntl'3’ Improve .PI.:S and was associated
. S . Atleast one report - N(3%) 80 (52.8) 97 (71.9) ' ' ' ' ' i 2yss?2 0.47| 0.24 [0.93 0.58| 0.27 |1.24 with an increased tOXICItV.
¢ Which obti i : in 15t li - - increase of median PFS from 5.5 to 8 months in S e < ; : 3
ich optimal regimen in Ine: the IRI arm, HR 0.70 sites o ono |ooo | G Lol 5 sl | o T [ET i [ ) [y e [ . Mfultwag rltape ?natlysm suggesdt: tthe |r;1p?:rta nce;
. - 0 0 Tvs=2 ' ' ; ' ) ' ' ' MMSE Score O eridacoric 1actors d4as reaictive 1actors o
—ToIerance/Efflcacy bilateral 5% type I error, 80% power 2yss? 081 056 |1.18 071 048 | 1.04 <27/30 vs =27/30 0.75| 045 [126]| 027 |094| 051 | 172 | 083 su rgival .
T : e Final analysis AP o
- Combination with IRI/OXA or 5FU only ? : L ACE D20}/ 006|072} ‘008 1012|0005 001 | <0008
- Kaplan-Meier estimation, log-rank tests and Cox S2Nvs>2N 068 | 049 [0.94| 0.02 |069| 049 |097 | 0.03 ShSsean
mOdel (HR Wlth 950/0(:1) were Used. =2vs»2 2584| 117 |597| 0.02 |[530| 2.08 [13.42|0.0004




