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Abstract. Background/Aim: The liver is a frequent site for
metastases of colorectal cancer. Approximately 15% of patients
have hepatic metastases at the time of diagnosis and another
50% develop them over the course of their disease. Only 10-
25% of patients are candidates for liver resection. The aim of
this study was to assess the benefit of preoperative computed
tomography (CT)-guided wire marking of disappearing
colorectal  liver (CRLMs) (radiological
disappearance of metastases) before surgical resection.
Patients and Methods: Between January 2011 and January
2014, 20 patients with potentially disappearing CRLMs were
selected for CT-guided wire marking. Following treatment with
neoadjuvant chemotherapy, disappearing CRLMs were marked
via CT guidance. Afterwards, the marked sites were resected.
Results: Complete histological response to neoadjuvant
chemotherapy was only in 10 resected sites (18%), and 46
(82%) resected liver metastases showed metastatic tissue
present. Both overall survival and the disease-free rates in

metastases

patients after using our method were 55%. Conclusion: This
study demonstrated the usefulness of CT-guided wire marking
to mark disappearing CRLMs in order to improve long-term
effectiveness of surgical treatment.

Colorectal cancer is the third most frequent form of cancer
in men and the second most frequent in women in Western
countries, while the liver is most common site of metastasis
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of colorectal cancer (1). About 20% of these patients suffer
from hepatic metastases at the time of diagnosis and another
50% subsequently develop metastases to the liver (2, 3). The
majority of these patients receive systemic treatment due to
unresectable disease (4). Response to neoadjuvant
chemotherapy often shows a down-sizing of colorectal liver
metastases (CRLMs), which leads to resectability.
Preoperative chemotherapy in patients at high risk of
recurrence may identify responders so that therapy can be
tailored postoperatively. Furthermore, it is a good selection tool
in patients with multiple tumors, as those whose disease
progresses under chemotherapy may not benefit from resection
(5). The pathological response to preoperative chemotherapy is
strongly predictive of prognosis after resection. However, the
value of complete radiological response is unclear (6, 7) and
some studies question its concordance with full pathological
response (8). Despite disappearance on cross-sectional imaging,
complete pathological response occurs in 50% of total number
of disappearing CRLMs (8). The main problem that motivated
our research was operability and lack of precise options for
resection of disappearing CRLMs of colorectal cancer.
Furthermore, authors such as Bischof et al. (9) and Elias
et al. (10) have highlighted our own main concern that
leaving disappearing CRLMs in situ following systemic
preoperative chemotherapy is associated with increased risk
of intrahepatic recurrence and mortality, so there is a
necessity for a more efficient method for marking of tissue
for precise histopathological analysis. Our technique of
fiducial marking of CRLMs may improve survival rates by
ensuring a pathological response to a treatment procedure
and overcome the insecurity of mere radiological response.
The modern-day therapeutic approach to the liver metastases
of colorectal cancer is through various chemotherapy
regimens. Metastases that were once diagnostically
confirmed disappear to a certain extent in computed
tomography (CT) or magnetic resonance imaging (MRI).
Such metastases were left untreated (10, 11). With a
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recurrence rate of up to 83% of untreated disappearing
CRLMs (11), clinical effectiveness is a necessity.

Our use of wire marking of CRLMs by CT guidance in a
test case is one possible means by which to overcome the
problem of disappearing CRLMs and to our knowledge the
first in the literature. This innovative perspective, but also
widespread model of marking in breast cancer proved to be a
cost-effective solution (12). Our goal was to mark metastatic
tissue of colonic carcinoma in the liver with a wire as used in
breast marking so that after chemotherapy, when such CRLMs
may no longer be detectable by CT (i.e. disappearing
CRLMs), they might be resected in such a precise manner that
unaffected liver tissue does not sustain any unnecessary loss,
thereby leading to improved survival rates. Furthermore, by
applying this kind of treatment procedure (‘treat to resection’),
the inclusion of patients considered for resection can be
dramatically improved (13, 14).

The aim of this study was to evaluate our experience with
fiducial marker placement for CRLMs likely to disappear
with chemotherapy, including indications, safety, and
outcomes. The best management of these patients is still
under debate. However, it has been demonstrated that liver
resection should include all original sites of disease if
possible.

Patients and Methods

Patient selection. We selected 20 patients with CRLMs between
January 2011 and January 2014. Patients with the following criteria
were included: i) Histologically proven colorectal carcinoma with
synchronous (within 12 months) CRLM(s); ii) preoperatively
administered neoadjuvant chemotherapy with fully radiological
response of CRLMs (CT- or MRI-proven) or decrease in size of
CRLMs to <1 cm; iii) feasible surgical-technical resectability of the
CRLMs.

The Institutional Review Board approved this prospective study
and waived the need for patient consent according to the
Declaration of Helsinki and its own criteria (EK 23-441-ex10/11).

The only criteria for patient drop-out was patient request.

Preoperative oncological treatment. Different preoperative systemic
therapy regimes were applied for metastatic disease. The majority of
the patients (8/20, 40%) received folinic acid/fluorouracil/oxaliplatin
(FOLFOX)/bevacizumab). Two patients (10%) received monotherapy
with capeticabine. Other regimes included combinations with
FOLFOX, folinic acid/fluorouracil/irinotecan (FOLFIRI) and
incorporation of targeted biological therapies (bevacizumab,
panitumumab and cetuximab). The average duration for the
chemotherapy, which was applied in 6 cycles, was 6 months.

Imaging algorithm. Staging of disease in all patients was initially
performed via contrast-enhanced CT (thorax, abdomen and pelvis).
After receiving neoadjuvant chemotherapy, re-staging was
performed either through contrast-enhanced CT or MRI. The entire
process of imaging was carried out at the Department of Radiology,
Medical University of Graz. The imaging scans were reviewed and
evaluated by experienced radiologists in the field of oncology and
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hepato-biliary surgeons. Measurement and assessment of the
response rate was performed using Response Evaluation Criteria in
Solid Tumors (RECIST) 1.0 criteria (14). Postoperative recurrence
was performed via CT every 3—6 months for a median average of
21 months.

CT-guided wire marking technique. Based on our experience in a
case from 2009 (7), the technique was follows: Using the CT scan
performed before neoadjuvant chemotherapy, CRLMs which might
be expected to disappear were located and a wire with a hook at the
top (X-Reidy Breast Lesion Localization Needle; Cook Medical,
Cook Osterreich GmbH, Vienna, Austria) was placed
percutaneously at the site. On the day of surgery, with the patient
under general anesthesia and antibiotic prophylaxis, CRLMs were
marked using CT guidance and were immediately admitted after
confirming wire placement.

Surgical approach. After wire placement, all patients were
transferred under general anesthesia. All patients underwent open
surgery via right subcostal incision. The initial surgical approach
included a thorough examination for extrahepatic metastases as
well as an obligatory ultrasound of the liver (PRO FOCUS
Ultrasound; BK Medical Systems, Quickborn, Germany) and
palpation of the complete liver for missed metastases. The wire
location was identified and sufficient liver tissue around the tip of
the wire was removed. All resected specimens were
intraoperatively sent for frozen section analysis. Our first reason
for this was to demonstrate the presence of tumor cells, and the
second to qualify RO resection margins. Depending on the tumor
location, various resection techniques were applied. The majority
(n=12, 60%) were atypical segment resections. The median
procedural duration (measured as skin-to-skin time) was 139
minutes. Average blood loss was 375 ml and therefore
hemostyptics (fibrin glue and fibrinogen/thrombin sponge;
TachoSil®; Takeda Pharmaceuticals Austria GmbH, Vienna,
Austria) were placed in all procedures for hemorrhage control. At
least one subhepatic drainage was positioned for postoperative
control. Representative images of resected and marked tissue of
the liver are depicted in Figure 1.

Follow-up protocol. Post procedural and post hospital follow-up of
all 20 treated patients was carried out over a median period of 21.45
months. Kaplan—-Meier plot was used to depict the overall and
disease-free survival function of our patients for total follow-up
period of 60 months.

Statistical analysis. Data were acquired prospectively and saved on
an institutional liver database including baseline data, pre-, intra-
and postoperative parameters, results of histopathologic assays and
follow-up details. Data were collected prospectively in an Excel
database (Microsoft Osterreich, Vienna, Austria). All statistical
analyses were performed with SPSS 22.0 for Windows (IBM Inc.,
Somers, USA; IBM Osterreich, Vienna-Graz, Austria). If not
indicated otherwise, continuous variables were reported as means
and standard deviation; categorical data were reported as counts and
percentages. Categorical variables were compared with Fisher’s
exact or chi-square test, as appropriate; for numeric variables,
Wilcoxon test was used. A value of p<0.05 was considered
according to the method of Kaplan and Meier. Differences between
subgroups were compared with log-rank test.
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Figure 1. Wire marking of liver metastases. View of wire-marked metastatic tissue intraoperatively (A), and during removal (B). C: Resected

metastatic tissue. D: Liver after completion of resection.

Results

Patient characteristics. The characteristics of the patient
group are shown in Table I. A total of 19 patients received
chemotherapy and 19 had a radiological response to
chemotherapy, whilst one patient had neither therapy nor
response (Table II). None of our patients had extrahepatic
metastases. Regarding surgical characteristics, the majority,
that is 12 (60%) of our patients underwent atypical segment
resection because of the localization of disappearing CRLMs
(Table III), and 18 of our patients underwent complication-
free wire positioning. The median duration of wire-marking
was 30 minutes (Table IV). A median of three metastases
were wire-marked per patient.

Histopathological analysis. Histopathological analysis of 56
liver metastases showed that complete histological response
to preoperative chemotherapy was achieved in only 10
resections (18%), whilst 24 (43%) resected liver metastases
showed necrotic metastatic tissue and in 22 (39%) samples,
viable metastatic tissue was found. Histopathological
analysis of primary tumors in patient cases is shown in Table
II. Local complete radiological response was noted in six out
of 56 metastases.

Disease-free survival. Postprocedural and posthospital
follow-up of all 20 treated patients was carried out for a
median period of 21.45 months. At the last follow-up, the
number of patients without evidence of disease was 11
(55%), whilst the number of patients who were classified as
alive with disease was seven (35%). Two of our patients
(10%) had a mortal outcome, with preoperative disease as a
proven cause of death. Follow-up data are displayed in Table
V. A non-parametric statistical method of Kaplan—-Meier plot
was used to depict the overall (Figure 2) and disease-free
(Figure 3) survival function of our patients in the overall
follow-up period (60 months). It is notable that
approximately 12 (60%) of our patients had the best outcome
in the follow-up period from 1.5 years to 3.5 years. The rapid
decline afterwards was due to loss of patients to follow-up.

Discussion

The main issue that motivated our research were
disappearing CRLMs caused by therapy of colorectal cancer
metastases. In studies conducted in 2006 and after, it is noted
that around 10-25% of patients are considered for surgical
resection, and if not resected, patients receive chemotherapy
that is often used with palliative intent (15). Imaging,
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Table 1. Demographic and preoperative patient data (n=20).

Table II. Histopathological and oncological details of primary tumor.
Histopathological data available for cases with prior resection of

Baseline data

Value

Median age (IQR), years
Female gender, n (%)

65.5 (58.25-72.00)

6 (30%)

Median BMI (IQR), kg/m2
ASA classification, n (%)

25.53 (23.29-27.55)

1 1 (5%)
11 3 (15%)
11 16 (80%)
v 0
Location of carcinoma, n (%)

Cecum 2 (10%)
Right hemicolon 3 (15%)
Colon transversum/left colonic flexure 3 (15%)
Left hemicolon 1 (5%)
Sigmoid colon 2 (10%)
Rectosigmoid 1 (5%)
Rectum 8 (40%)
Primary tumor in situ 6 (30%)

BMI: Body mass index; ASA: American Society of Anesthesiologists.

particularly CT scans, are used to monitor the response, and
those sites of liver tissue that are determined to be free of
metastases after chemotherapy are considered to have
disappeared. During surgery, only ultrasound scans can be
used to detect residual sites of metastasis for resection, if
they are shown by CT. A further study in 2012 clearly
provided insights into the problem of disappearing CRLMs
by showing 25-45% of patients had metastatic tissue in sites
that were considered tumor-free based on CT scans (9).
Conversion to resection therapy is associated with
prolonged survival (13). Focusing on this, we aimed to
reduce the possible risks of tissue loss, treating with
intention of resection, and with that improved the overall
outcome (13) (Table II). For most of our patients, we used
FOLFOX/bevacizumab combination (40%) and FOLFOX
alone (20%) as preoperative chemotherapy. A study from
2016 had pinpointed that systemic chemotherapy typically
converts previously unresectable CRLMs to resection with
curative intent in only approximately 15-20% of patients
(16). Our goal was resection of metastatic tissue locations
smaller than 1 cm and those that were deemed likely to
disappear after chemotherapy in CT and MRI. Our
preoperational procedure precisely aimed at markings using
a technique that is simple, cost-efficient and available (CT-
guided wire marking) and allows surgeons to find spots for
metastatic resection with maximal precision. The literature
shows that those sites of metastasis smaller than 1 cm and
those disappearing from CT scans after chemotherapy are
usually left unresected due to the impossibility of the
surgeon being able to find them during surgery (11, 12). The
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colorectal carcinoma (n=14).

Feature Value
Histopathological details, n (%)
G2 10 (71%)
G3 4 (29%)
Tl 0
T2 1 (7%)
T3 10 (71%)
T4 3 (21%)
NO 5 (36%)
NI 7 (50%)
N2 2 (14%)
LO 5 (36%)
L1 9 (64%)
Vo 7 (50%)
V1 7 (50%)
Median lymph node ratio (IQR) 0.10 (0.00-0.18)
Synchronous hepatic metastases, n (%) 14 (70%)
Metachronous hepatic metastases, n (%) 6 (30%)
Oncological treatment, n (%)
Capeticabine 2 (10%)
FOLFOX 4 (20%)
FOLFIRI 1 (5%)
FOLFOX/bevacizumab 8 (40%)
FOLFOX/FOLFIRI/bevacizumab 1 (5%)
FOLFIRI//bevacizumab 1 (5%)
FOLFOX/panitumumab 1 (5%)
FOLFIRI/cetuximab 1 (5%)
None 1 (5%)
Median duration (IQR), months 6 (3.00-6.00)
Radiological response to oncological
treatment, n (%)
Response 18 (90%)
Stable disease 1 (5%)
Not applicable 1 (5%)
Median no. of hepatic metastases (IQR) 3 (1.25-4.00)

0.70 (0.50-1.38)
1.50 (1.00-2.00)
2.90 (1.53-9.48)

Median diameter of metastasis (IQR), cm
Median no. of metastases <1 cm (IQR)
Median serum CEA (IQR), pg/l

CEA: Carcinoembryonic antigen; FOLFOX: folinic acid/5-
fluoruracil/oxaliplatin; FOLFIRI: folinic acid/5-fluoruracil/irinotecan;
IQR: interquartile range. No patient had extrahepatic metastases. *TNM
classification.

median number of wire-marked metastases in our study was
three per patient, and for those smaller than 1 cm was 1.50.

Furthermore, when the practical aspect is considered, it
was noted in the work of Vigano et al. that early recurrence
was reduced in patients who underwent anatomic resection
and increased among patients who had intraoperative
radiofrequency ablation associated with resection (15). Our
surgical resection was conducted in such a manner that all
unnecessary tissue loss was avoided, and only marked sites
were resected (Tables III and IV).
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Table II1. Intra- and postoperative patient data (n=20).

Surgical details Value
Type of resection, n (%)

Left hemihepatectomy 1 (5%)

Right hemihepatectomy 1 (5%)

Central liver resection 1 (5%)

Atypical segmental resection 12 (60%)

Left hemihepatectomy with atypical

segmental resection 4 (20%)

Atypical segmental resection and stoma reversal 1 (5%)
Median skin-to-skin time (IQR), min 139 (96-172)
Pringle maneuver, n (%) 1 (5%)
Resection with laser scalpel, n (%) 20 (100%)
Hemostyptics, n (%)

Fibrin glue 17 (85%)

Fibrinogen/thrombin sponge (TachoSil®) 3 (15%)

375 (200-775)
2.00 (1.00-2.00)

Median intraoperative blood loss (IQR), ml
Median no. of intra-abdominal drainages (IQR)
Postoperative complications

according to CDC, n (%)

CDC 0 18 (90%)
CDC Illa 2 (10%)*
Median in-hospital stay (IQR), days 10 (8-12)

CDC: Clavien—Dindo classification (28). *Pneumothorax, liver abscess.

Table IV. Details of wire marking procedure.

Details of wire marking intervention Value
Median no. of (IQR) 3 (1.25-4.00)
Median no. of WMM <1 cm (IQR), 1.50 (1.00-2.75)
Median duration of wire marking (IQR), min 30 (27-44)
Wire marking-related complications, n (%)* 1 (5%)
Intraoperatively correct wire position, n (%) 18 (90%)
LCRR

Patients, n 4

Metastases, n 6/56

WMM: Wire-marked metastases: LCRR: local complete radiological
response. *Pneumothorax.

Van Vledder et al. turned their attention to the notion of
resectability in 2008, stating that an increasing number of
patients were being treated with systemic chemotherapy prior
to liver resection, either administered as neoadjuvant
treatment for initially resectable disease or in attempt to
convert patients with unresectable disease into surgical
candidates (17). At that time, the paradigm therefore was to
aim for complete resection or ablation of all areas in the liver
where disease was observed prior to chemotherapy, perhaps
including resection of regions in which disease originally
occurred but could not be found intraoperatively. However,
limitations in visualizing or locating these disappearing

Table V. Follow-up data for latest follow-up at a median of 21.45
months.

Parameter

Median follow-up (IQR), months
Status at latest follow-up, n (%)

21.45 (15.63-42.38)

No evidence of disease 11 (55%)
Alive with disease 7 (35%)
Dead of disease 2 (10%)

CRLMs intraoperatively were seen as a potential danger in
the sense of leaving these metastases untreated. In contrast
to other research work, which was burdened with a lack of
detailed resectability criteria (18), they defined these as the
ability to completely resect all sites of metastasis while
leaving a sufficient volume of hepatic remnant (>20-30%),
and adequate remnant vascular/biliary inflow and vascular
outflow (19). Indeed, our method of CT-guided wire marking
of metastatic tissue can improve resection to the smallest
halo diameter, thereby securing eligibility and minimizing
sacrifice of functional tissue. In our study, the survival rate
was 55% after a median of 21.45 months of follow-up.

One of our tasks was also to make clear the difference
radiological and pathological responses to
preoperative chemotherapy, which as stated before would
justify a wire marking method for precise resection of
metastatic tissue and avoidance of loss of healthy tissue. One
of the first to describe this were Spolverato et al., who stated
that progression during chemotherapy is a poor prognostic
sign, and radiological and pathological responses are good
prognostic indicators. They also noted that a subset of
patients would be expected to have a complete radiographic
response to with their CRLMs ‘disappearing’ on cross-
sectional imaging. The incidence of disappearing CRLMs in
patients who receive preoperative chemotherapy for CRLM
ranges from 7 to 24%, depending on the quality and type of
cross-sectional imaging. They also provided predictive
parameters for the likelihood of a CRLM disappearing to be
a true pathological response, such as carcinoembryonic
antigen normalization, preoperative MRI usage in imaging
of disappearing CRLMs and lower body mass index (BMI
<30 kg/mz) of the patient. These parameters were also used
in our study protocol. In our study, 18 (90%) of our patients
showed a response to chemotherapy, but only 10 (18%)
resected metastatic sites had a histological response to
chemotherapy, whilst 46 (82%) metastatic sites had some
form of metastatic tissue present. After noting the number of
patients that had a mere radiological and those with full
pathological response, a line between those two groups of
patients can be drawn. Usually the patients with radiological

between
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Figure 2. Kaplan—Meier plot of overall survival.

response only, disappearing CRLMs were left non-resected,
which resulted in a high percentage of recurrence.

Benoist et al. noted back in 2006 that in their study
overall, persistent macroscopic or microscopic residual
disease or early recurrence in situ were observed in 55 out
of 66 (83%) having a complete response in imaging. For
most of their patients receiving chemotherapy for CRLMs, a
complete response by CT did not mean that they were cured.

In addition to previous studies described above, our
research came to the conclusion that a more thorough
method of distinguishing a true pathological and
radiological response is needed. In our work, 82% of our
patient samples of disappearing CRLMs still had metastatic
tissue present (necrotic or vital), which was confirmed by
histopathological analysis, and the method of CT-guided
wire marking that we suggest was found to be useful in the
more precise resection of disappearing CRLMs. The CT-
guided wire marking of CRLMs could change the view on
the criteria for resectability of metastatic tissue towards
greater inclusion, by contributing to more precise and cost-
effective resection, thereby securing greater survival rates.
Instead of leaving disappearing CRLMs to theoretical
discussion, we have come up with a cost-effective and
simple-to-use method that allows surgeons to pinpoint
metastatic sites precisely and extirpate them with maximal
saving of healthy liver tissue.

Our follow-up results showed 11 (55%) patients had no
evidence of disease, which advocates for the wire-marking
method as a successfully performed procedure.
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