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Giacchetti, S., et al. Annals of Oncology 10.6 (1999): 663-669.
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Original article

Long-term survival of patients with unresectable colorectal cancer liver
metastases following infusional chemotherapy with S-fluorouracil,

leucovorin, oxaliplatin and surgery

S. Giacchetti,' M. Itzhaki,! G. Gruia,' R. Adam,? R. Zidani,' F. Kunstlinger,' S. Brienza,'
E. Alafaci,’ F. Bertheault-Cvitkovic,! C. Jasmin,' M. Reynes,” H. Bismuth,?

J. L. Misset' & F. Lévi'

- - - » " - - . - . F . a2 r - .
'Centre de Chronothérapre, Fédérarion des Maladies Sanguines immunitaires et Tumorales, Service d'Oncologie Médicale; * Centre Hépato-biliaire,

*Service d Anatomie Paihologigue, Hapiral Panl Brousse, Viflejuif. France

Summary

Conrexr: Long-term survival of patients with metastatic colo-
rectal cancer has been achieved only in patients who under-
went complete resection of metastases. Such surgery could be
performed in a greater proportion of patients if effective chemo-
therapy could downstage previously unresectable metastases.
This approach has been limited by the low tumor response
rate achicved with conventional chemotherapy.

Objective: We studied the outcome of patients with initially
unresectable liver metastases from colorectal cancer treated
with a three-drug chemotherapy regimen followed by liver
metastases surgery whenever possible,

Patients and methods: From March 1988 to June 1994, 151
patients with colorectal liver metastases were considered ini-
tially unreseclable because of large tumor size (= 5 cm), multi-
nodular (=>4) or ill-located metastases. All patients received
fully ambulatory chemotherapy with 5-fluorouracil, leucovorin

and oxaliplatin (chronotherapy in 83% of them). They were
periodically reassessed for surgery by a joint medico-surgical
team.

Resulrs: In 151 patients, the size of liver metastases de-
creased by > 50% in 89 patients (59%) and median overall
survival was 24 months (95% confidence interval (95% CI):
19-28 months), with 28% surviving at five years (20%%—35%).
Surgery with curative intent was attempted in 77 patients (51%),
complete resection of liver metastases was achieved in 58
patients (38%). The median survival of the 77 operated pa-
tients was 48 months (25-71), with a five-year survival rate of
50% (38-61).

Conclusion: This new strategy of combining eflective chemo-
therapy with surgery apparently altered the natural history of
unresectable colorectal cancer metastases.

Key words: chronotherapy, colorectal cancer, liver metastases,
oxaliplatin, surgery, survival
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Giacchetti, S., et al. Annals of Oncology 10.6 (1999): 663-669.
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Mok, Tony S., et al. NEJM 361.10 (2009): 947-957.
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Chan, Andrew T., et al. Journal of the National Cancer Institute 97.6 (2005): 457-460.
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Table 1. Rusk for colorectal adenoma according to regular aspirin use stratified by UGT1AG genotype*

Genotype Nonregular users Regular users

All UGT1AG6 genotvpes

No. of case participants/no. of control participants 373/349 157/183

Age-adjusted OR (95% CI) 1.0 (referent) 0.78 (0.60 to 1.02)

Multivariable OR (95% CI)7 1.0 (referent) 0.76 (0.58 to 0.99)
Wild-type UGT1A6 genotypes

No. of case participants/no. of control participants 149/154 68/75

Age-adjusted OR (95% CI) 1.0 (referent) 0.90 (0.60 to 1.34)

Multivariable OR (95% CI) 1.0 (referent) 0.93 (0.60 to 1.44)
Variant UGT1AG genotvpes

No. of case participants/no. of control participants 224/195 89/108

Age-adjusted OR (95% CI) 1.0 (referent) 0.71 (0.50 to 0.99)

Multivariable OR (95% CI)71 1.0 (referent) 0.66 (0.45 to 0.95)

32



Chan, Andrew T., et al. Journal of the National Cancer Institute 97.6 (2005): 457-460.
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Table 2. Risk for colorectal adenoma according to dose of aspirin intake, stratified by UGT1A6 genotype®

Tablets of aspirin per wk

Genotype 0 0.5-7 =7 Pirend
All UGTIA6 genotypes
No. of case participants/no. of 264/216 207/235 59/81
control participants
Age-adjusted OR (95% CI) 1.0 (referent) 0.72 (0.55 to 0.93) 0.58 (0.40 to 0.86) 01
Multivariate OR (95% CI)¥ 1.0 (referent) 0.74 (0.56 to 0.97) 0.51(0.34 to 0.77) 004
Wild- T1A not
No. of case participants/no. of 99/96 92/102 26/31
control participants
Age-adjusted OR (95% CI) 1.0 (referent) 0.83 (0.55to 1.24) 0.76 (0.42 to 1.38) 44
Multivariate OR (95% CI)} 1.0 (referent) 0.88 (0.57 to 1.37) 0.74 (0.39 to 1.41) .50
Variant UGT1A6 genotypes
No. of case participants/no. of 165/120 115/133 33/50
control participants
Age-adjusted OR (95% CI) 1.0 (referent)  0.64 (0.46 to 0.92) 0.48 (0.29 to 0.80) .003

Multivariate OR (95% CI)T

1.0 (referent)

0.63 (0.43 10 0.91)

0.41 (0.24 10 0.71)
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1st line PSO-1
v
5 >4 LEIT
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(Friaf) (IR#EBH)

A Independently Assessed Progression-frel Survival
HER2+ mBC 100

Ty Pertuzumab (median, 18.5 mo)
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104
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= Control (median, 12.4 mo)

Hazard ratio, 0.62
L{ (95% ClI, 0.51-0.75)
P<0.001

Mo. at Risk

T T T T T T T 1
0 5 10 15 20 25 30 35 40
Months

Pertuzuma b 402 345 267 139 83 32 10 0 0
Control 406 311 209 93 42 17 7 0 0
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tention-to-treat population (all patients who un- BiJ )D)?fﬁ(,m/ﬁ)\
derwent randomization). The log-rank test, with iﬂ}i_k(j tﬂ{/u/ﬁg/: -)

stratification according to prior treatment status
and region, was used to compare independently \L

assessed progression-free survival between the two 830)'5'70) L— jo

groups. The Kaplan—Meier approach was used to ﬁq:j:ﬁg)%i%i& E5] aj.'f—_j'g

estimate the median independently assessed pro- 7
gression-free survival in each group. A Cox pro- i,j LC 1 D(THR = all

portional-hazards model, with stratification ac- JE R EEAT
cording to prior treatment status and region, was
used to estimate the hazard ratio and 95% confi- PES(CDOL\T

dence intervals.
t plE:E5llog-rankiRiE

/

o i o 4 L

free survival. The objective response rate was - HR&95%CI.:

anagfzeg on data dfrom patlir;tsdi:vho hact1 I1311de- [E R Cox[o])E
pendently assessed measurable disease at base- AhE|l-A (—

line and was compared between the groups with SHEISICDONT .
the use of the Mantel-Haenszel test, with strati- . Mantel—HaenszeM‘ﬁE
fication according to prior treatment status and 45

region. Adverse events were evaluated descriptively
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A Independently Assessed Progression-fref Survival

ot izimg -+ PAB:REBl0g-rankiRiE
+ HR&E95%CI:
IB5ICoxER
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Progression-free Survival (%)
S
1

40
Hazard ratio, 0.62
304 L, (95%5 Cl, 0.51-0.75)
20 P<0.001
10+
0 T T | | | T | |
0 5 10 15 20 25 30 35 40
==
Months Mantel-Haenszelt&RE
Table 2. Overall Response, as Assessed at an Independent Review Facility.* J
Placebo plus Trastuzumab Pertuzumab plus Trastuzumab . .
Response plus Docetaxel (N=336) plus Docetaxel (N =343) Th e d |ffe re N Ce N
urmber (percen) response rates was
Objective response 233 (69.3) 275 (80.2) 1 O 8 erce nta e
Complete response 14 (4.2) 19 (5.5) ) p g

Partial response 219 (65.2) 256 (74.6) points (950/0 Cl, 4.2
Stable disease 70 (20.8) 50 (14.6) TO 175’ P — 0_001)

Progressive disease 28 (8.3) 13 (3.8)
Not assessable 2 (0.6) 2 (0.6) 46
No assessment performed 3 (0.9) 3 (0.9)
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> >
HR=0.75 HR=0.81 HR=1.33 HR=1.66

150 70 60

30

PIRDOIIE (HR) = 0.75x ——+0.81x——+1.33x —— +1.66 x —— = 0.96(??)
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e I IIL—Tf#F(subgroup analysis)
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o EFIILERAVWE=ZZEME(multivariate analysis)
- Cox@)FPO> A7+ woMlFZEiT>D

o MR 7 ZRAWZi# i (propensity score analysis)
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