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Abstract

Background: For patients undergoing liver resection for colorectal metastases, specific clinico-
pathological variables have been shown to be prognostic at baseline. This study analyses how the
prognostic capability of these variables changes in a conditional survival model.

Methods: Retrospective review of a prospectively maintained database of patients who underwent an
RO resection of colorectal liver metastases from 1994 to 2004 at a single institution.

Results: In total, 807 patients were identified, with an 87-month median follow-up for survivors. Five-
and 10-year disease-specific survivals (DSS) were 68% and 55%, respectively. The probability of
further survival increased as the survival time increased. For 3-year survivors (n = 504), DSS were no
longer significantly different between patients with a low (0-2) or high (3-5) clinical risk score (CRS,
P = 0.19). On multivariate analysis, independent predictors of DSS for 3-year survivors were recurrence
within the first 3 years after a liver resection, a pre-operative carcinoembryonic antigen (CEA)
>200 ng/ml and disease-free interval <12 months prior to the diagnosis of liver metastasis. However, for
those patients who were recurrence free at 1 year, no clinico-pathological variables retained prognostic
significance.

Discussion: After 3 years of DSS and 1 year of recurrence-free survival, baseline clinico-pathological
variables have a limited ability to predict future survival. Early post-operative recurrence appears to be the

most useful single clinical feature in estimating conditional DSS.
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Introduction

The liver is the most common site of distant metastasis from
colorectal cancer, developing in approximately half of patients. A
hepatic resection has become the standard therapy for resectable
metastases, and remains the best chance for long-term survival
and only chance of a cure.' Previous studies have demonstrated
that patients can be considered cured of their metastatic disease if
they remain disease-free 10 years after a liver resection,” which
occurs in only about 20-25% of resected patients. On the other
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hand, 75% of all recurrences occur within the first 2 years post-
operatively.” Therefore, numerous studies have attempted to
define clinical and histopathological variables associated with
prognosis.”™" These variables include nodal status and degree of
differentiation of the primary colorectal tumour, synchronous
compared with metachronous tumours, number and size of
hepatic metastases and pre-operative concentration of carci-
noembryonic antigen (CEA). From such variables, prognostic
scoring systems have been developed, including the Clinical Risk
Score (CRS)® and the Memorial Sloan-Kettering Cancer Center
(MSKCC) nomogram.'® While these systems have been validated
at other institutions,'”™" their general applicability remains uncer-
tain."”” Furthermore, substantial residual unexplained variability
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exists in these models, as their concordance indices (CI) are about
0.6.13,15,2()

Traditional survival estimates are calculated from a single point
in time, usually the time of diagnosis or operation. In contrast,
conditional survival (CS) is defined as the probability of future
survival based on survival time already accumulated, and includes
only individuals who have survived to a pre-determined time of

21-24

interest. CS has been studied across national populations®'~* and

in specific cancers, including colorectal cancer™>*

and pancreatic
adenocarcinoma.”* Only one study, by Nathan et al.**, has spe-
cifically analysed CS in patients who have undergone a liver resec-
tion for colorectal metastases. They demonstrated that CS
improved over time but that the performance of various prognos-
tic scoring systems declined as survival time increased. Several
previous studies have demonstrated in other cancers®*'™’ that the
prognostic value of clinicopathological variables diminishes as the
survival time increases.

To date, analyses of conditional survival in cancer patients have
examined all survivors, whether or not recurrence has occurred.
No study has specifically examined patients who remain without
evidence of recurrent disease after a curative resection, and how
the prognostic ability of baseline risk factors changes as survival
time increases. This is particularly relevant in patients who have
undergone a curative-intent liver resection for colorectal metas-
tases given the significant chance of recurrence,’ but also of long-
term survival after recurrence owing to improved efficacy of
modern chemotherapy and, in a minority of cases, resection of
recurrent metastatic disease.

In this study of patients who have undergone a margin-negative
liver resection for colorectal metastases, we sought to confirm that
the prognostic value of risk-scoring systems decreased as the sur-
vival time increased. Further, we hypothesized that any clinico-
pathological factors would have a limited prognostic ability to
predict future overall and recurrence-free survival, specifically in
the subset of patients who had survived without evidence of
recurrent disease.

Materials and methods

Patients and data collection
With approval of the Institutional Review Board and in accord-
ance with Health Insurance Portability and Accountability Act
regulations, a prospectively maintained hepatobiliary database
was used to identify all patients who underwent a resection of
colorectal liver metastases at MSKCC from 1994-2004. Post-
operative deaths (within 90 days of a hepatectomy) and those
patients with margin-positive resections were excluded. Guide-
lines for resectability were medical fitness for a major laparotomy,
no evidence of disseminated disease and a resection strategy
encompassing all liver disease with an adequate remnant liver for
recovery. A pre-operative extent-of-disease evaluation included
chest/abdominal/pelvic computed tomography, and colonoscopy.
emission

F-fluorodeoxyglucose-positron tomography/CT
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("FDG PET-CT) was used selectively. All patients were evaluated
at a weekly multidisciplinary conference.

Variables studied included age, gender, site and node status of
the primary, presence of lymphovascular invasion (LVI) or
perineural invasion (PNI), synchronous compared with meta-
chronous metastases, disease-free interval (DFI; defined as time
elapsed from a primary resection to a hepatic recurrence), pre-
hepatectomy CEA level, the presence or absence of bilobar disease,
and the size and number of hepatic tumours. Post-operative vari-
ables evaluated were extent of resection and whether adjuvant
hepatic-arterial infusional chemotherapy (HAIC) was adminis-
tered. Accurate documentation of post-operative systemic chemo-
therapy in other patients was not available. The extent of the
resection was recorded as major or minor, with a major resection
defined as a resection of more than two segments. Post-operative
follow-up included physical examination and cross-sectional
imaging every 4 to 6 months.

Statistical analysis

Statistical analyses were performed with the software package JMP
(JMP, Cary, NC, USA) and R (http://www.r-project.org). Disease-
specific survival (DSS) was calculated from the time of initial
hepatectomy until cancer-related death. Survival curves were gen-
erated using the Kaplan—Meier method, with patients censored
when lost to follow-up or upon death from non-cancer causes.
Kaplan—Meier estimates of survival and Cox’s proportional
hazards models were then used to explore differences in survival
among the strata established by the CRS,® the MSKCC nomo-
gram'® and the Nordlinger system.”* Conditional survival esti-
mates represent the probability that a patient will survive an
additional number of years, given that the patient has already
survived a given amount of time. Conditional survival probabili-
ties were calculated using Bayes’ rule and Kaplan—Meier estimates
of unconditional survival. Univariate analysis for factors associ-
ated with DSS was conducted using the log-rank test. Variables
significant at the 0.1 level were included in a multivariable Cox’s
proportional regression model. P-values <0.05 were considered
statistically significant.

Results
Demographics and treatment
From January 1994 through to December 2004, a total of 951
patients underwent an initial hepatectomy for colorectal liver
metastases. Of these, the 10 post-operative deaths (1%) and
the 134 patients (14%) with positive margins were excluded. The
remaining 807 patients make up the study population. The
median follow-up for survivors, as measured from the time of
hepatectomy, was 87 months. At last follow-up, 389 (48%)
patients had died of the disease, 66 (8%) had died of other causes,
60 (7%) were alive with the disease and 292 (36%) were alive with
no evidence of disease.

The demographic and tumor-related characteristics of the
whole cohort of 807 patients are listed in Table 1. Most primary
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Table 1 Patient demographics

Variable Value
Gender
Male 466 (58%)
Female 341 (42%)
Age

Median age (years, range)

63 (23-89)

>70 years old

200 (25%)

Primary site
Colon 582 (72%)
Rectum 225 (28%)
T stage of primary tumour
1 25 (3%)
2 104 (13%)
3 586 (73%)
4 40 (5%)
Unknown 52 (6%)
N stage of primary tumour
NO 325 (40%)
N1,2 482 (60%)
Lymphovascular invasion of primary tumour
Present 356 (44%)
Absent 199 (25%)
Unknown 252 (31%)

Perineural invasion of primary tumour

Present 389 (48%)
Absent 96 (12%)
Unknown 322 (40%)

Tumour grade of primary tumour

Low 21 (3%)

Moderate 635 (79%)

Poor 67 (8%)

Unknown 84 (10%)
Disease-free interval, months

0-12 444 (55%)

>12 363 (45%)
Size of largest metastasis, cm

<5 554 (69%)

=5 253 (31%)

Number of liver metastases

1

397 (49%)

>1

410 (51%)

Pre-operative CEA level, ng/ml

<200 642 (80%)
=200 76 (9%)
Unknown 89 (11%)
Clinical Risk Score
0 55 (7%)
1 239 (30%)
2 267 (33%)
3 184 (23%)
4 51 (6%)
5 11 (1%)
Clinical Risk Score: low versus high
Low (0-2) 561 (70%)
High (3-5) 246 (30%)

Extent of liver resection

Minor 319 (40%)

Major 488 (60%)
Extrahepatic disease resected

Yes 32 (4%)

No 775 (96%)

Peri-operative chemotherapy

Neoadjuvant

179 (22%)

Adjuvant

Systemic

654 (81%)

HAI + systemic

208 (26%)

CEA, carcinoembryonic antigen; HAI, hepatic arterial infusion.
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tumours were of advanced T stage [T3/T4 in 626 (78%) patients)
and node positive (482 patients (60%)]. Ninety-seven patients
(12%) presented with liver metastases at the time of diagnosis of
their colorectal primary (synchronous disease). The majority
(70%) of patients had a low CRS (score 0-2). Four per cent
of the patients had extrahepatic metastases; these sites were
resected at the time of the hepatectomy. A combined resection of
the colorectal primary and liver metastases was performed in 44
of 97 patients (45%). Four hundred and eighty-four (60%)
patients experienced recurrence, of which 198 (41%) occurred
within the first year and 356 (74%) by 2 years after the liver
resection.

Conditional survival

Actuarial DSS was 68% at 5 years and 55% at 10 years. For those
patients alive 1 year after the liver resection, the probability of
surviving to 5 and 10 years after a liver resection increased to 70%
and 56%, respectively (See Fig. 1a). For 3-year survivors, the prob-
ability of surviving to 5 and 10 years after a liver resection
increased to 80% and 65%, respectively. Of the 345 patients (43%
of the original cohort of 807 patients) who survived to 5 years, the
probability of surviving to 10 years was 81%.

The conditional survival for patients surviving without recur-
rence was higher than for all survivors. For those patients alive and
recurrence free 1 year after a liver resection, the probabilities of
surviving to 5 and 10 years after a liver resection were 78% and
64%, respectively (See Fig. 1b). For 3-year recurrence-free survi-
vors, the probability of surviving to 5 and 10 years after a liver
resection increased to 98% and 86%, respectively. Of the 211
patients (26% of the original cohort of 807 patients) who survived
without recurrence to 5 years, the probability of surviving to 10
years was 95%.

Conditional survival and the clinical risk score

for survivors

At baseline, patients with a high and low CRS had significantly
different DSS (Fig. 2a, P < 0.0005). However, as survival time after
liver resection increased, the difference in prognosis between the
two groups decreased such that, among 3-year survivors, there was
no significant difference in conditional survival between patients
with a high and low CRS (Fig. 2b—d).

Analyses were performed to identify factors associated with
further DSS for the 504 patients who had survived 3 years post-
operatively (Table 2). Factors associated with further survival on
univariate analysis included nodal status of the primary tumour,
perineural invasion, the disease-free interval between diagnosis of
the primary tumor and hepatic metastasis, CEA level and whether
tumour recurrence had occurred within 3 years of the liver resec-
tion. On multivariate analysis, there were three independent
factors associated with worse DSS: recurrence within 3 years of the
liver resection [hazard ratio (HR) 8.6, 95% confidence interval
(CI) 5.6-13.7], CEA > 200 ng/ml (HR 2.1, 95% CI 1.2-3.8) and
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Figure 1 Conditional disease-specific survival for all survivors (a); and recurrence-free survivors (b)

disease-free interval < 12 months between the diagnosis of the
primary tumour and hepatic metastasis (HR 1.4,95% CI 1.0-2.1).

Conditional survival and the clinical risk score for
recurrence-free survivors

A separate analysis was performed to examine conditional sur-
vival in the subset of survivors whose disease had not recurred. At
1 year recurrence-free survival after a liver resection and at all
subsequent time points, the conditional survival of patients with a
high and low CRS were not statistically significant (Fig. 3). For
1-year recurrence-free survivors, factors associated with further

HPB 2013, 15, 803-813

DSS on univariate analysis were perineural invasion, nodal status
of the primary tumour, CEA level and the size of the largest
hepatic metastasis (see Table 3). However, on multivariate analy-
sis, no independent factors associated with DSS were found.

In contrast to the lack of prognostic significance of traditional
clinical variables, tumour recurrence within the first year after a
liver resection was highly associated with worse DSS (Fig. 4). For
those patients who were recurrence-free at 1 year post-operatively,
the probability of surviving to 10 years post-operatively was 64%,
compared with 24% for those patients who had recurred within
the first year after a liver resection (P < 0.0001).
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Figure 2 Disease-specific survival stratified by a low or high clinical risk score (CRS) at baseline (a), 1 year (b), 2 years (c) and 3 years (d)

post-operatively

The MSKCC nomogram

A similar analysis was performed using the MSKCC nomogram.'®
Patients were divided evenly into quartiles based on their pre-
dicted DSS, and, at baseline, these quartiles had significantly dif-
ferent survivals (Fig. 5a, P < 0.01). However, in spite of the
baseline concordance index for the nomogram (0.587) being
superior to that of the CRS (0.551), the nomogram could not
provide prognostic discrimination between the quartiles for
3-year survivors (P = 0.12, data not shown). For recurrence-free
survivors, at 1 year post-operatively, there was only a significantly
different DSS for patients in the first versus the fourth quartile
(P =0.004), which was lost at 2 years of recurrence-free survival
(Fig. 6, P = 0.42).

In contrast to the lack of prognostic significance of traditional
clinical variables, tumour recurrence within the first year after a
liver resection was highly associated with worse DSS (Fig. 4). For
those patients who were recurrence-free at 1 year post-operatively,
the probability of surviving to 10 years post-operatively was 64%,
compared with 24% for those patients who had recurred within
the first year after a liver resection (P < 0.0001).

At baseline, the Nordlinger system did not provide prognostic
stratification in our patient population (P=0.61, data not shown).

Discussion

This study demonstrates that baseline clinico-pathological risk
factors, whether combined into prognostic scoring systems or not,
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have little prognostic discriminatory value for even short-term
survivors after a resection of colorectal liver metastases. This is
most dramatically demonstrated for those patients who are alive
without recurrence just 1 year post-operatively, at which time
those patients with a baseline poor prognosis have the same DSS
as those with a baseline good prognosis.

The main clinical utility of conditional survival analyses is in
counselling patients who have already accumulated a survival
time after treatment of their cancer. Similar to studies in other
cancers,”*?**77 this study of patients who had undergone a
margin-negative liver resection for colorectal metastasis found
that, as survival time increased, so too did the probability of future
survival. For a population of patients who, pre-operatively, have
an approximately 25% chance of a 10-year survival, it is clinically
meaningful, for example, to be able to advise 1-, 3- and 5-year
survivors that their chance of reaching the 10-year survival time
point has increased to 56%, 65% and 81%, respectively.

Although the CRS has been shown in most studies to stratify
patients by outcome, its CI remains low (=0.6),"> meaning that
some patients with low CRS recur early, whereas those with a high
CRS are not precluded from long-term survival or even a cure.
This reflects the imperfect nature of clinico-pathological variables
as surrogate markers of tumour biology. The analysis of the rela-
tionship between the CRS and conditional survival in the present
study emphasizes this point. By 3 years of post-operative survival,
prognostic stratification of the CRS is lost, and on multivariate
analysis, while two pre-operative clinical variables (disease-free

© 2013 International Hepato-Pancreato-Biliary Association



808 HPB

Table 2 Factors associated with disease-specific survival after 3-year survival

Factor (n) 5-year conditional Univariate Multivariate
DSS? (%) P P, HR (95% CI)

Gender 0.73 -
Female (n = 214) 65
Male (n = 290) 69

Age, years 0.54 -
=70 (n = 381) 66
>70 (n = 123) 72

Primary site 0.46 -
Colon (n = 373) 69
Rectum (n = 166) 65

T stage of primary tumour 0.79 -
1,2 (n=89) 70
3, 4 (n = 389) 67

N stage of primary tumour 0.09 0.56
NO (n = 232) 72
N1,2 (n = 272) 64

Lymphovascular invasion of primary tumour 0.47 -
Present (n = 115) 64
Absent (n = 258) 71

Perineural invasion of primary tumour 0.05 0.83
Present (n = 59) 53
Absent (n = 272) 71

Tumour grade of primary tumour 0.54 -
Low (n = 15) 65
Moderate (n = 413) 67
Poor (n = 32) 63

DFI before liver metastasis, months 0.07 0.04, 1.4 (1.0-2.1)
0-12 (n = 277) 63
>12 (n = 227) 73

Size of largest metastasis, cm 0.16 -
<5 (n =370) 69
=5 (n = 134) 63

Number of liver metastases 0.67 -
1 (n =269) 69
>1 (n = 235) 65

Extent of liver resection 0.91 -
Minor (n = 215) 67
Major (n = 289) 68

Extrahepatic disease resected 0.45 -
Yes (n = 14) 67
No (n = 490) 80

Pre-operative CEA level, ng/ml 0.005 <0.01, 2.1 (1.2-3.8)
<200 (n = 421) 70
=200 (n = 37) 45

Clinical Risk Score: 0.19 -
Low (0-2) (n = 386) 69
High (3-5) (n = 118) 62
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Table 2 Continued

Factor (n) 5-year conditional Univariate Multivariate
DSS? (%) P P, HR (95% CI)
Pre-liver resection chemotherapy 0.45
Yes (n = 391) 64
No (n =107) 68 -
Adjuvant systemic chemotherapy 0.69 -
Yes (n = 433) 68
No (n = 47) 63
Adjuvant hepatic arterial chemotherapy 0.81 -
Yes (n = 160) 65
No (n = 336) 69
Recurrence within 3 years of a liver resection <0.0001 <0.0001, 8.6 (5.6-13.7)
Yes (n = 232) 38
No (n =272) 90

2Defined as the probability of surviving another 5 years, having already survived 3 years.
DSS, disease-specific survival; HR, hazard ratio; Cl, confidence interval; CEA, carcinoembryonic antigen; DFI, disease-free interval.
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Figure 3 Disease-specific survival of patients who were recurrence
free at 1 year post-operatively, stratified by low or high clinical risk
score (CRS)

interval and CEA level) remain significant, it is the tumor’s most
recent biological history, namely evidence of recurrence after a
liver resection, that is the most significant independent prognostic
variable.

There is only one other study that examined conditional sur-
vival in patients who had undergone a resection for colorectal liver
metastasis.” This was a study of 949 patients from five hepatobil-
iary centres in the United States and Europe. Unlike the present
study, 9% of patients had positive margins. Their study period of
1982-2008 bridged the introduction of modern chemotherapy in
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the mid-1990s. Details of patient treatment other than their resec-
tion, as well as tumour recurrence were not included. Their
primary outcome measure was overall survival, whereas in this
study, disease-specific survival was utilized. Therefore, as the
present study comprises a more modern, margin-negative popu-
lation with cancer-specific death as the primary endpoint, it may
provide more accurate data for post-operative counselling. The
study of Nathan ef al.® also compared three prognostic scoring
systems: the CRS, the Nordlinger system and the MSKCC nomo-
gram. Similar to our study, they found that the CRS and the
MSKCC nomogram had poor-to-moderate discriminatory capac-
ity at baseline (CI < 0.6 for both). This prognostic ability also
decreased with increasing survival after a liver resection, although
the time point at which all prognostic stratification was lost was
not stated. The Nordlinger system in their study had a prognostic
value at baseline that appeared to increase with survival time.
However, in the present study, the Nordlinger system did not have
a prognostic value even at baseline. Finally, in the Nathan et al.”’
study, the prognostic value of early post-operative recurrence on
future survival could not be examined.

The value of clinico-pathological variables in conditional sur-
vival analyses has been studied in other cancers. Studies in
primary colon cancer,”® lymphoma® and retroperitoneal sar-
coma’"” found that survival projections based on initial prognos-
tic measures, akin to the CRS, converge with increased survival
time. This convergence demonstrates that the baseline prognostic
variables become less valuable over time. A recent study by Harsh-
man etal® in patients with metastatic renal cell carcinoma
treated with VEGF-targeted therapy demonstrated contrary find-
ings. With a median follow-up of 20 months, the prognostic
stratification of these patients into favourable, intermediate and
poor risk groups remained significant (P < 0.0001) at 18 months.
In contrast to the previous studies and the present one where
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Table 3 Factors associated with disease-specific survival after 1 year of recurrence-free survival

Factor (n) 5-year conditional Univariate Multivariate P,
DSS? (%) P HR (95% Cl)

Gender 0.72 -
Female (n = 222) 70
Male (n = 317) 73

Age, years 0.20 -
=70 (n = 404) 70
>70 (n = 135) 76

Primary site 0.27 -
Colon (n = 373) 73
Rectum (n = 166) 68

T stage of primary tumour 0.17 -
1,2 (n=9Y) 73
3,4 (n=41Y) 70

N stage of primary tumour 0.04 0.10
NO (n = 238) 74
N1,2 (n = 301) 69

Lymphovascular invasion of primary tumour 0.58 -
Present (n = 117) 71
Absent (n = 267) 74

Perineural invasion of primary tumour 0.02 0.12
Present (n = 56) 62
Absent (n = 285) 74

Tumour grade of primary tumour 0.81 -
Low (n = 18) 65
Moderate (n = 431) 71
Poor (n = 36) 76

Disease-free interval, months 0.11 -
0-12 (n = 241) 75
>12 (n = 298) 69

Size of largest metastasis, cm 0.07 0.19
<5 (n = 385) 73
=5 (n = 154) 67

Number of liver metastases 0.47 -
1(nh=291) 72
>1 (n = 248) 72

Extent of liver resection 0.73 -
Minor (n = 232) 72
Major (n = 307) 72

Extrahepatic disease resected 0.67 -
Yes (n = 13) 67
No (n = 526) 72

Pre-operative CEA level, ng/ml 0.06 0.27
<200 (n = 440) 74
=200 (n = 43) 57

Clinical Risk Score: 0.1 -
Low (0-2) (n = 405) 73
High (3-5) (n = 134) 68
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Table 3 Continued

Factor (n) 5-year conditional Univariate Multivariate P,
DSS? (%) P HR (95% CI)
Pre-liver resection chemotherapy 0.58 -
Yes (n = 98) 72
No (n = 434) 71
Adjuvant systemic chemotherapy 0.98 -
Yes (n = 450) 72
No (n = 60) 75
Adjuvant hepatic arterial chemotherapy 0.95 -
Yes (n = 156) 71
No (n = 372) 73

aDefined as the probability of surviving another 5 years, having already survived 1 year without recurrence.
DSS, disease-specific survival; HR, hazard ratio; Cl, confidence interval; CEA, carcinoembryonic antigen.
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Figure 4 Disease-specific survival at 1 year post-operatively, strati-
fied by recurrence within the first post-operative year

conditional survival was analysed after potentially curative treat-
ment (surgical resection for colon cancer and sarcoma, chemo-
therapy for lymphoma), patients in the study of Harshman et al.”®
were treated with palliative chemotherapy. This difference in the
goals (and efficacy) of treatment points to the impact of poten-
tially curative therapy in altering the course of the disease.

As demonstrated in multiple retrospective series,”™**

recurrence
after a resection for colorectal liver metastases occurs in 40-74%
of patients, and is associated with a worse outcome. In the present
study, the overall recurrence rate of 60%, with 40% of recurrences
within the first year, is consistent with the published literature. A
recent study from our institution’ examining the effect of recur-
rence on outcome found that a worse outcome was associated
with a shorter time both between primary presentation and a
hepatectomy and between a hepatectomy and recurrence, multi-
ple sites of recurrence, non-lung recurrence, and inability to resect
recurrent disease. In the present study, we found that in 3-year
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Figure 5 Disease-specific survival stratified by nomogram quartiles,
at baseline

survivors, recurrence within 3 years was the most important inde-
pendent prognostic variable associated with future DSS on mul-
tivariate analysis, with a HR 8.6. Two-thirds of patients who are
recurrence free at 1 year and over 80% of patients recurrence free
at 3 years will still be alive 10 years after a liver resection. This
contrasts sharply with 10 year DSS of 24% and 38% for those who
recur within 1 and 3 years, respectively. The novel and clinically
useful finding from this study is that baseline (pre-operative)
measures of poor prognosis are no longer discriminatory after just
1 year of recurrence-free survival. These data are useful and
informative for physicians counselling patients in the years after a
liver resection. From a research perspective, comparison of
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Figure 6 Disease-specific survival for recurrence-free survivors at 1 year (a) and 2 years (b) post-operatively, stratified by nomogram quartiles

patients who recur early with those who do not may facilitate
identification of new prognostic biomarkers.

The retrospective nature of this study produces several impor-
tant limitations. First, there is missing data, especially regarding
the pathological details of the primary tumour. The T stage and
level of differentiation were unknown in 6% and 10%, respec-
tively, with LVI and PNI unknown in 30-40%. While these vari-
ables are not part of the CRS, recent studies suggest that the
histopathological features of the primary tumour may be more
prognostic than characteristics of the liver metastases."** Second,
treatment regimens, especially use of neoadjuvant chemotherapy,
cannot be standardized outside of the confines of a clinical trial.
Thus, it is impossible to interpret the lack of a prognostic value of
chemotherapy from this study.

In conclusion, conditional survival analyses provide useful
prognostic information for counselling patients who have sur-
vived years after resection of colorectal liver metastasis. However,
our ability to predict future survival after the survival time has
been accrued remains poor, as demonstrated by the loss of the
prognostic value of the CRS after 3 years of disease-specific sur-
vival and 1 year of recurrence-free survival. The presence or
absence of recurrence appears to be the most useful single clinical
feature in estimating conditional DSS.
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