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Abstract: Problem statement: Hepatic-only metastasis in colorectal cancer is aaare clinical
finding and can account for 30% of cases. Howesaly 10-25% of cases are suitable for hepatic
resection as part of their treatment pathway. Wegkbto document our own findings by reviewing
patients with hepatic-only diseas&pproach: A retrospective analysis was designed to includle a
patients seen at our institution from 1st Janu&@02until 30th June 2010 and information as derived
from the patients’ recordfesults: Forty-four (44) patients were found, with an average of 60.8
years and a male preponderance. The majority aérgat (approximately 57%) with hepatic-only
metastases developed their disease following adjutarapy. Better overall survival was seen when a
primary tumor had a low grade of histological diffetiation and fewer than 3 hepatic lesions
appreciated on conventional radiology. Better omteovas seen in patients who underwent hepatic
resectionConclusion: Patients with hepatic-only metastases are notranman within our institution.
Hepatic resection afforded better outcome and coaspfavorably with published literature.
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INTRODUCTION Within the last decade there have been signifisaittes

Colorectal Cancer (CRC) is a relatively commonin Systemic therapeutic options for advanced déseah
malignancy and accounts for approximately 12.9% ofhe availability of newer agents (including oxadiah,
all cancer cases diagnosed within the EuropeanrUnioifinotecan, bevacizumab and cetuximab) as well as
(EV), it is also associated with high mortality andiMmPprovements in surgical techniques employed.
represents almost 12.2% of all cancer deaths witren COmbined Modality Treatment (CMT) has led to an
EU (Cutsemet al., 2010). Given these findings, the improvement in the median overall survival from B-1
management of this disease and its full clinicalMonths of 18-24 months (Kopedzal., 2009). _
spectrum from early stage to advanced stage is well  TNiS is asingle institution review of our expee
studied and documented. with the management of hepatic-only CRC, who were

Less than 20% of patients with CRC can presenteviewed for surgical management of their hepatic
with metastases confined to the liver. At least 66f6 Metastases as part of their CTM; in which we doautme
patients being managed in the adjuvant settingiaig ~ demographic information including age, sex and estag
definitive colorectal resection may develop hepaticof presentation, systemic therapy options including
disease; the postulate behind this pattern of dphes  chemotherapy and biological therapy, histopathalalgi
been linked to the portal venous drainage fronctilen  features, radiological findings, the incidence and
entering the hepatic system (Power and Kemeny,)2010outcome of cases involved.
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MATERIALSAND METHODS survival, but the nodal status of the primary tumeais
not significant, these are displayed in Fig. 1-3.
A retrospective analysis was designed to include  Statistical review for histological grade at
patients referred within the period of 1st Janu2001 presentation showed that a low grade of differéiotia
to 30" June 2010 to Mid-Western Regional Hospital (G1/2 versus G3) had a better overall survival (p <
(MWRH) and data was derived from several sources. 0.001). The tumor classification stage was also
reviewed and the majority of these were T3 stage
* Mid-Western Cancer Centre (MWCC) Oncology (68.2%). Statistical review for this variable, stemwno

database and electronic patient records difference in overall survival irrespective of themour
« MWRH cases notes and correspondence classification stage (T1/2 versus T3) (p > 0.05).
»  MWRH pathology reports Statistical review for nodal status at presentation
«  MWRH radiology reports (NO/1 versus N2) had no correlation to overall
survival (p > 0.05).
RESULTS The number of hepatic metastases was reviewed

for the cohort and the majority of patients hadsles

There were forty-four (44) patients identified hift than 3 lesions at consideration for management and
the designated period, twenty-seven (27) were made  this is displayed in Table 2 and Fig. 4. The numtfer
seventeen (17) were female. The mean age dtepatic metastases was derived from review of a
presentation with hepatic metastases was 60.8 yeag®mbination of CT, MRI and PET/CT staging scans,
(range of 38-78 years). for all patients with hepatic-only metastases ie th

The histopathological features for the cohort werepre-treatment setting.
reviewed and all were adenocarcinoma and most were Statistical review for the number of hepatic
moderately differentiated, with most patients beingmetastases showed that patients with less thasiéhie
detected in surveillance following adjuvant thergmgl  had a better overall survival (p < 0.05).
these are displayed in Table 1. The therapeutic options for the cohort was

The survival of the cohort based on theirreviewed and showed the following preponderances:
histological features was calculated, high histwlaly first line therapy including irinotecan, no involwent
grade and the presence of metastases at presantatief bevacizumab and hepatic lesion resection ansethe
were found to be significant with respect to overal are displayed in Table 3 and Fig. 5-7.

Table 1: Histopathological features for patientthwiepatic-only MCRC

Histopathological features Number Percentage
Histology

Adenocarcinoma 44 100.00%
Histological Grade (G)

1-well differentiated 2 4.50%
2-moderately differentiated 31 70.50%
3-poorly differentiated 5 11.40%
Not defined 6 13.60%
Tumour Classification (T)

1-tumour invades submucosa 1 2.30%
2-tumour invades muscularis propria 7 15.90%
3-tumour invades through muscularis propria 30 68.20%
4-tumour directly invades other organ or perforates 4 9.10%
X-primary tumour not assessed 2 4.50%
Nodal Status(N)

0-no regional lymph node metastases 14 31.80%
1-metastasis in 1 to 3 regional lymph nodes 20 45.50%
2-metastasis in 4 or more regional lymph nodes 9 20.50%
X-regional lymph nodes not assessed 1 2.30%
M etastases at primary presentation (M)

0 25 56.80%
1 19 43.20%
Epidermal Growth Factor Receptor (EGFR) status

Wild-type 6 13.60%
Mutant-type 5 11.40%
Not available 33 75.00%
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Fig. 2: Kaplan-Meier plot showing overall surviwaith respect to nodal status
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Fig. 3: Kaplan-Meier plot showing overall survivaith respect to metastatic status at first pregemta
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Fig. 4: Kaplan-Meier plot showing the survival wisspect to the number of metastases at presentatio
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Fig. 5: Kaplan-Meier plot showing overall survivaith respect to first line chemotherapy received
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Fig. 6: Kaplan-Meier plot showing overall survivaith respect to biological therapy
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Fig.7: Kaplan-Meier plot showing overall survivaitivrespect to surgical therapy
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Fig. 8: Kaplan-Meier plot showing overall survivialr patients who had undergone surgery with respedhe
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Table 2: Number of hepatic metastases for patieittshepatic-only The main objective of this study was to review our
MCRC own experience and to see how it compared to

Radiological Features Number percentage yocumented cases within the literature. Our results
< 3 lesions 23 52.30% - -

4-6 lesions 3 6.80% revealed that the mean age at presentation fotlbepﬂy _

> 7 lesions 3 6.80% MCRC was 60.8 years, with a male preponderancs.i3hi
Information not available 15 34.10%  comparable to findings in the literature (Al-Sakafl.,
Total 44 100.00% 2009; Ozturlet al., 2010).

Degree of histological differentiation was fourd t

Table 3: Th tic options for patients with higganly MCRC 9 ; LT
ave Erapeutic Options Tof patlens w Y be a significant predictor of overall survival,kaeping

Therapeutics options Number Percentage . . .

Chemotherapy with the published data (Wargg al., 2010; Stillwellet

First line therapy including Oxaliplatin 15 34.10 al., 2011). In this patient series, T-stage of thenary
First line therapy including Irinotecan 20 4550 CRC and the nodal status did not predict overall
First line therapy without Oxaliplatin or Irinoteta 9 20.50 . . . .
Biological therapy sur_V|vaI. This was contrary to published reports in
With Bevacizumab 20 45.50 which the T-stage and N-stage have been identésed
‘&"Egﬁc‘;?ﬁéﬁ;”mb 24 5450 indicators of survival, this may be due to the $mal
Hepatic lesion resection performed 27 61.40 sample size (Stillwelét al-_, 2011; Wonget al., 2010).
Hepatic lesion resection not performed °17 38.60 Error! Bookmark not defined. Moreso, current report

& Includes 12 patients with progressive disease andatients who had  reflect that positive metastatic to examined Lymph
technically inoperable lesions Nodes Ratio (LNR) was an independent factor for
overall survival in MCRC and is superior to the fdge
gvaluation on its own (Wong al., 2010).

The majority (56.8%) of the patients within the
group were detected on surveillance following adjutv
erapy. This is almost comparable to what can be
und within peer-reviewed publications (Hayashi
., 2010). Within the literature, hepatic metastases

Statistical review for use of hepatic metastase h bilobar h .
resection showed that patients receiving this nitydal '2r9€" than 5 cm, bilobar hepatic metastases ofemor
than 3 metastases are considered to reflect a high

had better overall survival (p < 0.001). The median - )
overall survival for those who did not undergo Higpa tUmour burden and are offer associated with a poore
metastases resection was 37.0 months, the meaallovefPr09nosis (Ksienkiet al., 2010; Wanget al., 2010)

survival for those who had undergone surgery wat 84 withi_n our cohort, this feature of high tumour_belnj
months (mean used, as median not reached). Nofglative to the number of metastases was revieweld a

- : ; : ; shows that patients with more than 3 hepatic mestast
gg:gzérr?l,\?ag%asr;'urvwal for patients undergoirgatic had a poorer overall survival (P >.0.05). .

Those patients who had successfully undergone APProximately 25% of the patients within the group
hepatic surgery, were looked at separately and thgnderwent EGFR testing, with 45% having mutant-type
survival based on the number of lesions noted orNe uptake for this testing is rather low, becaose
radiology revealed that those with fewer lesiond ha change in standard practise for patients with MORI®)
better outcome and are displayed in Fig. 8. might be suitable for biological therapy with suadents

Statistical review was undertaken, but did notas cetuximab or more recently panitumumab. Based on
confirm any survival advantage based on the nuraber reviews in the literature, EGFR mutations can tense
hepatic lesions noted pre-operatively, but thishhlge ~ 27-43% of some populations with MCRC (Siddiqui and
related to the size of the sample being used. Pipderdi, 2010).

The median follow-up for all patients involved was Determining the best treatment pathway for pagient
40.0 months, with a range of 8.0 to 113.0 months. with MCRC, is not a ‘cut and dry’ issue, with alitfents

fitting into the same mould and as such requires
DISCUSSION multidisciplinary discussion, to identify the besiurse

and sequence of treatment (Cutsetral., 2010). The

~Hepatic metastatic disease is a relatively COmMMORLoquction of new combination chemotherapy
finding in patients with colorectal cancer, accamtfor involving within the last decade has improved the

almost 30% of cases (Kopewt al., 2009) but the oytcomes and survival, but enabling 10-20% with

proportion of these cases that are suitable obeamade  primarily unresectable hepatic-only metastases lwan

suitable for hepatic resection in comparison isaohigh,  converted to become amenable for surgical inteiwent

with some studies quoting between 10-25% resedii@s  (Barugelet al., 2009; Tsoulfagt al., 2011) Within our

(Barugelet al., 2009; Ksienkét al., 2010). group, these was a preponderance for patientswe ha
24

Statistical review for type of first line
chemotherapy agent received showed no differenc
with respect to overall survival (p > 0.05).

Statistical review for addition of biological ttagry
to chemotherapy as a therapeutic option showed nﬁ‘
difference to overall survival (p > 0.05). °
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irinotecan-based chemotherapy (45.5%) as apposed to survival advantage when not used in conjucntioh wit

oxaliplatin-based chemotherapy (34.1%) or surgical therapy
fluoropyrimidime monotherapy (20.5%) and this
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