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Abstract 

Unilateral spatial neglect (USN) is characterized by neglect in peripersonal 
and extrapersonal space, the disparity of which is unknown. We assessed 
these forms of neglect in a patient with USN. We promoted sight scanning in 
extrapersonal space and used an eye camera to measure gaze movement. We 
found left-sided sight scanning in peripersonal space, but right-side-biased 
sight scanning in extrapersonal space. Additionally, line of sight was cor-
rected when the patient was instructed to look left in extrapersonal space and 
to focus the line of sight at the center. Gaze measurement thus helped to as-
sess disparities in spatial neglect in USN. 
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1. Introduction 

Healthy people are able to look around their space and attend to both the right 
and left sides. These normal perceptions in peripersonal and extrapersonal spac-
es are bilateral. Unilateral spatial neglect (USN) describes the failure to attend to 
one side of space. USN is regarded as a higher brain dysfunction that most 
commonly follows right hemisphere damage; the frequency of USN is high in 
these patients, approximately 40% [1]. Most USN cases improve within six 
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months [2], however, USN persists in 25% of patients [3]. This can severely af-
fect the ability to carry out activities of daily living (ADL). For instance, patients 
with left USN may not eat food on the left side of their plate, or may forget to 
use the brake on a wheelchair if it is located on the left-hand side. In this way, 
USN has a great influence on ADL, and it is a factor that makes it difficult to re-
turn discharge to home. 

USN is commonly evaluated using desk evaluations, which include, for exam-
ple, the line cancellation and line bisection tasks. A correlation has been reported 
between desk evaluation results and ability to perform ADL [4]. However, desk 
evaluation results can be improved by using the compensation strategy that aims 
attention to the left side [4], however, behavior may be unadaptable in daily liv-
ing [5] [6]. Indeed, a previous study reported a difference between desk evalua-
tion results and ADL performance, whereby desk evaluation results do not nec-
essarily predict USN symptoms in ADL [7]. One explanation for these conflict-
ing findings may be the individual differences in the types of spatial neglect.  

The human brain has a standard perception of space. The range of the hand is 
called peripersonal space, and the space outside this is called extrapersonal 
space. USN is often characterized by neglect in both peripersonal and extraper-
sonal space. For instance, Buxbaum et al. [8] reported the onset of neglect in pe-
ripersonal space in one case, but without neglect in extrapersonal space, but in 
another case, the opposite was true. Thus, even now, there is no consistent opi-
nion about neglect in these different spaces. This could explain the disparity be-
tween ADL results and desk evaluation results, and suggests that separate evalu-
ations for peripersonal and extrapersonal space are required for the true evalua-
tion of USN.  

Differences between desk evaluation and ADL results can also be seen in clin-
ical practice. One approach to improve ADL in patients with USN involves cor-
recting spatial attention or visual search. For the approach targeting spatial at-
tention, patients adapt to the neglect space voluntarily via a language strategy (a 
language-related cue for example, or a strategy of internal speech, such as “you 
must turn attention to the left side”). In addition, USN is attracted by unilateral 
stimulation, from which it is hard to release attention. Therefore, USN is inter-
preted as not visually scanning in one direction. In contrast, there is training to 
correct sight scanning using the language strategy to the left side. Many clinical 
practitioners use these methods, and it is assumed that the effects spill over into 
ADL. However, this is not necessarily the case. For example, language strategies 
may help patients with USN to adapt to peripersonal space (relevant to desk 
evaluations), but this does not affect extrapersonal space (relevant to ADL), in 
which neglect persists.  

In extrapersonal space, Nakatani et al. [9] measured rotation of the head by 
attention to the left side in a patient with left USN. Consequently, the patient 
turned the head to the left trying to find the left side. However, their report did 
not consider compensatory strategies such as sight scanning. Prior to this, re-
ports have analyzed the movement of the gaze point using an eye camera that 
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tracks the sight scanning of a patient. Such an eye camera can observe move-
ment of the gaze point continuously and when the subject is in the active state, 
the advantage of which is that the USN symptom can be clarified. For example, 
Ishiai et al. [10] used an eye camera to record the movement of the gaze point 
when a patient with USN who showed a left-side preference for visual search 
performed the line bisection task.  

In the current study, we describe the case of a patient with left USN following 
right putamen bleeding, and in whom USN symptoms disappeared 85 days later, 
according to desk examinations. Nevertheless, monitoring was necessary for the 
ADL. We measured the movement of the gaze point of the left USN patient with 
an eye camera and examined the following: 1) The difference between neglect in 
peripersonal space and in extrapersonal space, and 2) The method to promote 
sight scanning in extrapersonal space. Our findings seem to reveal the neurolog-
ical differences in spatial neglect in USN, and may facilitate the management of 
USN. 

2. Presentation of Case 

The patient was a 75-year-old right-handed man. Following the development of 
right headache and left hemiparesis in May 2010, he was urgently admitted to 
hospital. On admittance, the patient showed anisocoria (Rt. 2 m/Lt. 3 m), severe 
left hemiplegia, and left USN. The National Institutes of Health Stroke Scale 
(NIHSS) [11] was 16/42 point at that time. A CT scan showed bleeding in the 
left temporal lobe and the frontal lobe, and he was diagnosed with cerebral he-
morrhage. He was transferred to a specific hospital for rehabilitation 28 days 
later.  

The patient provided informed consent to participate in this study, which was 
conducted in accordance with the tenets of the Declaration of Helsinki. 

2.1. Neurological Findings 

The patient showed lucidity, left central facial palsy, and left shift of tongue. Left 
hemiplegia was upper limb stage I, lower limb stage II, and finger stage III. Knee 
abduction-adduction and finger flexion was present, but only a little. The patient 
showed deep tendon hyperreflexia of the left pectoralis, left biceps, left deltoid, 
and brachioradialis. He showed the Hoffmann reflex and Babinski reflex. He did 
not have hemianopia, apraxia, or aphasia.  

2.2. Neuropsychological Findings 

The patient scored 25/30 on the Mini-Mental State Examination. Bisection of 
three 205-mm lines revealed slight rightward deviation (20 mm) from the mid-
point, and he received a diagnosis of USN (Figure 1).  

2.3. Neuroradiological Findings 

Twenty-eight days later, a CT scan showed a high-density area of the right frontal  
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Figure 1. Results of the line bisection tasks revealed slight rightward deviation (20 mm) 
from the midpoint. 
 
lobe and right caudate nucleus, and a low-density area of the right frontal lobe, 
caudate nucleus, and corona radiate (Figure 2).  

2.4. Activity of Daily Living Findings 

Occupational therapy in the specific hospital began 28 days after the onset of 
symptoms. ADL was evidently affected by USN; the patient did not finish food 
on the left side of his plate and frequently drove the left side of his wheelchair 
into the wall. The patient received orally directed desk training by an occupa-
tional therapist to improve left-sided awareness. Forty-nine days after the onset 
of symptoms, recognition on the left side of the desk improved, and oversight of 
the left side of meals decreased. However, this improvement was not reflected in 
ADL scenarios that required wider spatial attention. The Catherine Bergego 
Scale (CBS) was used to evaluate the influence of USN of all aspects of ADL. Re-
sults of this test showed that while there was no deficit in meal scenarios, there 
was a deficit in wheelchair driving, use of the restroom, and walking. 

3. Methods 
3.1. Measurement and Analysis of the Eye Gaze Point with the Eye  

Camera 

Eighty-eight days after the onset of symptoms, movement of the patient’s gaze 
point was measured with an eye camera (Takei Scientific Instruments Co. Ltd; 
TalkEye Lite [T.K.K.2950]) (Figure 3). TalkEye Lite is an eye motion measuring 
system that utilizes USB cameras for eyeball detection and field of vision cap-
turing. It directly connects to a processor PC and represents the newest im-
age-processing technology to detect eye movements. The automatic adjustment 
of the detecting camera and simplification of processing program means that 
there is a short preparation time from setting to measuring. The power source of 
TalkEye Lite is supplied from the processor PC; it is therefore easy to carry and 
can be used for longer periods of time. 
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Figure 2. Computed Tomography scan showing a low-density area in the right frontal 
lobe, caudate nucleus, and corona radiata. 
 

 

Figure 3. Takei Scientific Instruments Co., Ltd: TalkEye Lite [T.K.K.2950]. TalkEye 
Lite is an eye motion measuring system that utilizes USB cameras for eyeball detection 
and field of vision capturing. It directly connects to a processor PC and represents the 
newest image-processing technology to detect eye movements. The automatic adjust-
ment of the detecting camera and simplification of processing program means that 
there is a short preparation time from setting to measuring. The power source of Tal-
kEye Lite is the processor PC; it is therefore easy to carry and can be used for longer 
periods. Through communalization of data recording, it also corresponds to the pre-
vious analysis software. 
 

Using this eye camera, two evaluations were carried out using data of the 
movement of the gaze point: 1) The difference between peripersonal space and 
extrapersonal space, and 2) The method to promote sight scanning in extraper-
sonal space.  

3.2. Difference between Neglect in Peripersonal Space and in  
Extrapersonal Space (Task 1) 

Concerning the eye camera measurement, peripersonal space was measured by a 
desk evaluation. The examination paper (A4 size) with a printed horizontal line 
of 20 cm was used. Extrapersonal space was measured from a whiteboard 1 m in 
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front of the patient. A horizontal line was drawn on the whiteboard at the same 
width as the 20 cm desk line. In both tasks, the patient was asked to focus on the 
middle point of the horizontal line. The subject underwent all examinations in a 
sitting position, and was instructed not to rotate his head, neck, or body. If rota-
tion was observed, the test was canceled and restarted. The examination protocol 
is shown in Figure 4. A paired t-test was used to compare the ocular movement 
angle between the two tasks (with 5% levels of significance). We performed all 
statistical analyses using Statistical Package for the Social Sciences, version 17 
(SPSS, Inc., Chicago, IL).  

3.3. Method to Promote Sight Scanning in Extrapersonal Space  
(Task 2) 

Concerning the eye camera measurement, examination space was set on a 
whiteboard 1 m ahead of the patient. The horizontal line was written on the 
whiteboard. The tasks were as follows: a) The subject focused on the middle 
point of the horizontal line; b) After having focused on the left edge of the hori-
zontal line, which an inspector pointed to closely, the subject focused on the 
middle point of the horizontal line; c) After gradually moving from the left edge 
of the horizontal line to the middle point, and having watched a fingertip closely, 
the subject focused on the middle point of the horizontal line. The eye camera 
was used to measure the movement of the ocular movement angle of the subject 
from a) to c). A two-way repeated measures analysis of variance (if significant) 
was followed by a Tukey’s post-hoc test, to analyze the ocular movement angle 
before the examination and after 9 seconds of closely watching the middle point. 
 

 

Figure 4. Schematic view of the inspection area. Task 1: a) Peripersonal space: The 
examination paper (A4 size) with a printed horizontal line of 20 cm was used. The 
paper was placed on the desk (at a height of 70 cm). b) Extrapersonal space: A white-
board was set 1 m in front of the patient and the horizontal line was written on the 
whiteboard. Task 2: The inspection area was the same as b). 
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3.4. Additional Neuropsychological Examination 

Five days after the eye camera measurements, neuropsychological examinations 
were performed. The examinations were based on the Wechsler Adult Intelli-
gence Scale-Revised (WAIS-R), the star cancellation task, the line cancellation 
task, and the cube copying task. A Speech-Language-Hearing therapist per-
formed all neuropsychological examinations. 

4. Results 
4.1. Results of Task 1 

The movement of the gaze point is shown in Figure 5. In peripersonal space, the 
line of sight was turned to the center just after instructions. The line of sight was 
biased toward the right side, and the patient was relatively stable after having 
searched in the left direction. Only the right search was carried out without 
searching for the left side in extrapersonal space and the line of sight was biased 
towards the right side and was stable. Consequently, the ocular movement angle 
of extrapersonal space (an average of 30 Hz/sec of 10.33 +/− 5.26) was signifi-
cantly smaller than that seen in peripersonal space (an average of 30 Hz/sec of 
3.71 +/− 2.29) (Figure 6). 

To summarize the results of Task 1, there was a search to turn the line of sight 
to the left side in peripersonal space inspected on the desk. In contrast, in extra-
personal space, there was no search to the left side across the centerline. 
 

 

Figure 5. Results of Task 1 in the movement of the gaze point. The horizontal axis indi-
cates eye movement of the gaze point and the vertical axis indicates time. There was a 
search to turn the line of sight to the left side in peripersonal space inspected on the desk. 
In contrast, in extrapersonal space, there was no search to the left side across the center-
line. 
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Figure 6. Results of statistical analysis of eye movement angle of Task 1 and Task 2. 

4.2. Results of Task 2 

The movement of the gaze point is shown in Figure 7. In task a) (the subject fo-
cused on the middle point of the horizontal line), only the right search was car-
ried out without searching for the left side. Moreover, the line of sight was biased 
to the right side and was stable. In task b) (after having focused on the left edge 
of the horizontal line, which an inspector pointed to closely, the subject focused 
on the middle point of the horizontal line), the patient was able to watch the left 
edge closely for several seconds. The inspector directed him to watch the middle 
point of the horizontal line closely afterwards. The line of sight was more stable 
by the center than task a). In task c) (after gradually moving pointing from the 
left edge of the horizontal line to the middle point, and having watched a finger-
tip closely, the subject focused on the middle point of the horizontal line close-
ly), the subject could follow the orbit of pointing and gradually sent a line of 
sight to the middle point from the left edge. However, the line of sight was 
slightly stable at the position that inspector biased into the right side when the 
examiner let the patient closely watch the middle point of the horizontal line 
again. Mauchly’s sphericity test was significant (p < 0.01), so we used the ε cor-
rection of the Greenhouse-Geisser test. As a result, the three task means were 
significantly different between all groups. Successive multiple comparisons 
found the mean of the three eyeball angles to be significantly different. The 
mean of 30 Hz/sec of the three ocular movement angle conditions was as fol-
lows: 1) = −4.83 ± 8.84; 2) = 9.53 ± 3.92; 3) = −7.31 ± 13.90. Analysis of variance 
revealed that the shift on the right side of the eye was in the order of task a) < 
task c) < task b) (Figure 6).  

https://doi.org/10.4236/crcm.2018.710045


D. Kimura et al. 
 

 

DOI: 10.4236/crcm.2018.710045 521 Case Reports in Clinical Medicine 
 

 

Figure 7. Results of Task 2 in the movement of the gaze point. Task 2b) was centered on the viewpoint more than Task 2a) and 
Task 2c). 

4.3. Neuropsychological Examination Results 

Neuropsychological examination of the star cancellation, line cancellation, and 
cube copying tasks revealed no impairment. WAIS-R subsection results were as 
follows: VIQ = 125 points, PIQ = 91 points, and FIQ = 109 points (Figure 8).  

5. Discussion 

We evaluated a patient with left USN that appeared 85 days after right putamen 
bleeding. USN symptoms disappeared according to desk inspection; however, 
monitoring of ADL was still required. We examined the difference between neg-
lect in peripersonal space and extrapersonal space (Task 1) and the method to 
promote sight scanning in extrapersonal space (Task 2) from the movement of 
the gaze point. We observed a left-sided sight scanning in peripersonal space, 
but a right-sight scanning bias in extrapersonal space. In addition, the line of 
sight was corrected when the inspector orally instructed the patient to watch the 
left edge closely in extrapersonal space so that the line of sight stopped in the 
center.  

The difference found between neglect in peripersonal space and extrapersonal 
space may be explained on the basis of the differences in stimulation in the space 
and VIQ. With regards to the subject, the language-related strategy was  
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Figure 8. Neuropsychology test results. No impairment was revealed on any tasks. 
 
promoted by oral instructions, which encouraged the patient to search for the 
left side to promote peripersonal space awareness. Following training, in peri-
personal space with little stimulation, the patient needed less attention and was 
able to apply attention to the language-related strategy. However, this lan-
guage-related strategy may not be suitable for extrapersonal space, because this 
requires more attention. Furthermore, the VIQ of the patient was relatively high. 

It is thought that this contributed to the effectiveness of the language-related 
strategy. A previous study reported that unimpaired people tend to pay attention 
to all stimulations in a scene [12]. This tendency is strengthened in patients with 
USN [13]. Therefore, USN patients tend to be more attentive to stimulation in 
stimulative extrapersonal space.  

On the other hand, multiple reports suggest that VIQ influences the directing 
of attention to the left side, which indicates the efficacy of the language-related 
strategy [14]. Using the clock description task, Ishiai et al. [15] found that, even 
if there was a USN, if the VIQ was over 90, the patient could answer the task 
correctly by using the language-related strategy. For example, the patient could 
correctly state the time by adopting the linguistic strategy of writing the refer-
ence time, such as 12, 6, and 3 hours, in the correct position. Therefore, as VIQ 
was high in our patient, the left side search could be performed by adopting the 
language-related strategy in peripersonal space with little stimulation, but in 
extrapersonal space, there were many stimuli and so attention could not be di-
rected effectively by the language-related strategy. It thus seemed that USN 
symptoms appeared in ADL. 

To conclude, if VIQ is high, as it was in the present case, patients may be able 
to overcome USN by using the appropriate language-related strategy. However, 
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this is limited to peripersonal space, which has fewer stimuli and thus a greater 
capacity to concentrate on tasks; it is not known whether the language-related 
strategy is useful in extrapersonal space, which has many stimuli. Thus, Task 2 
tested whether the language-related strategy effective for peripersonal space is 
also applicable to extrapersonal space. We found that the right side shift in our 
patient was indeed enhanced in extrapersonal space after directing the patient to 
focus closely on the left edge of a line. This shows that the language-related 
strategy is effective even in extrapersonal space.  

It has been previously reported that a right side shift in peripersonal space de-
creases after watching the left edge of bisection line closely for a certain period 
[16]. In addition, the same study found that attention moves to the left side 
when ocular movements are directed to the left side. Both of these are alternative 
strategies to the language-related strategy. In the present study, we found that a 
similar method was effective in extrapersonal space with a high degree of stimu-
lation. 

In addition, in this case, practicing training using the verbal compensation 
method may improve the USN of extrapersonal space (yet there is a possibility 
that the effect may be less than for peripersonal space).  

6. Conclusion 

We evaluated a case with left USN that appeared 85 days after right putamen 
bleeding. While desk evaluations showed that USN symptoms disappeared over 
time, it was necessary to continue to monitor ADL. This difference in USN 
symptoms may be due to differences in neglect in peripersonal space and extra-
personal space. However, these differences have not been verified or tested in 
previous studies. We therefore compared neglect in peripersonal space and 
extrapersonal space (Task 1), and investigated a method to promote sight scan-
ning in extrapersonal space (Task 2) using an eye camera that measured move-
ment of the gaze point. For Task 1, we found differences in neglect that were 
able to explain the unimpaired desk evaluation performance (left-sided sight 
scanning in peripersonal space) and the remaining deficit in ADL (no sight 
scanning to the left side in extrapersonal space, and a bias to the right side). For 
Task 2, orally-guided instructions led to a correction in the line of sight in 
extrapersonal space. There is a possibility that ADL in extrapersonal space may 
be improved by using a compensation method based on this language-related 
strategy. This study therefore has a strong clinical significance. 
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Abstract 

Combined hepatocholangiocarcinoma is a rare and unique form of primary 
hepatic neoplasm, expressing histopathological and phenotypic aspects of 
hepatocellularcarcinoma and cholangiocarcinoma in the same tumor. Diag-
nosis may be performed by imaging, showing typical features of both com-
ponents. We present a case of a 55-year-old woman presenting with abdo-
minal pain and a hepatic mass. The patient underwent surgery and combined 
hepatocholangiocarcinoma with stem cells features was confirmed on patho-
logical analysis. There are no signs of recurrence to date. Combined hepato-
cholangiocarcinoma requires a preoperative diagnosis, since it is a unique 
entity with higher rates of local and lymph node recurrence, compared to 
isolated forms. 
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1. Introduction 

Hepatocellular carcinoma (HCC) is an important cancer-related cause of death 
and accounts for about 80% of primary liver tumors, with a higher incidence in 
Asian countries [1]. In Brazil, it’s not even between the ten most prevalent 
neoplasms and there is a strong association with viral hepatitis and cirrhosis [2]. 
Cholangiocarcinoma (CC) accounts for 5% of primary hepatic neoplasms and is 
associated with chronic inflammatory involvement of the biliary tract [3]. 

Combined hepatocholangiocarcinoma (CHC) is a rare primary liver cancer, 
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expressing pathological and phenotypic features of HCC and CC [4]. It was first 
clearly described in 1949 by Lisa and Allen [5], however, still constitutes an uncer-
tain behavior tumor due to lack of data in the literature and no consensus about its 
treatment. The mean survival of CHC after resection is lower compared to HCC or 
CC alone [1] [6], usually related to local and lymph node recurrence. [6]. 

Regarding the clinical and epidemiological features of the combined tumor, 
studies have shown differences between Asian and Western populations [1] [5]. 
In Asians, there is a strong male predominance, high alpha-fetoprotein (AFP) 
levels, greater association with B and C virus infection and frequent chronic liver 
disease, simulating a HCC behavior [1] [4] [7]. Conversely, some western studies 
showed no gender predominance, low relation with viral hepatitis and cirrhosis, 
simulating closer aspects to CC [1] [3] [5]. The distinction was also noticed on 
imaging and treatment, since tumor unresectability is based on hepatic dysfunc-
tion degree, which was worst in Asian population, likely related to chronic hepa-
titis. Tumor size at diagnosis was higher in the western group [6]. 

2. Case Report 

A 55-year-old female presented a 2 months-history of diffuse and nonspecific 
abdominal pain. After an initial medical evaluation by an outside clinician, an 
abdominal ultrasonography was requested and revealed a liver mass. No initial 
laboratory was requested. Core liver biopsy performed at an outside facility re-
vealed a malignant epithelioid neoplasm. Therefore, the patient was referred to 
our institution for further evaluation. Physical examination was unremarkable. 
Laboratory test showed an AFP of 9693 ng/ml (Reference: up to 8 ng/ml) and 
gamma-glutamyltransferase (GGT) of 84 u/L (Reference: 36 u/L). Serology for 
hepatitis B and C were negative. Abdominal contrast-enhanced computed to-
mography (CT) revealed a heterogeneous mass (Figure 1 and Figure 2) occu-
pying segments V and VI, causing hepatic contour irregularity associated to a 
hepatic hilar node measuring 16 mm on shortest axis and lack of chronic liver 
disease. The patient underwent surgical resection of segments VI and VII as well 
hilar lymphadenectomy. Postoperative pathological analysis confirmed com-
bined hepatocellular-cholangiocarcinoma with stem cells features (Figure 3). 
The patient underwent four cycles of postoperative adjuvant chemotherapy with 
Gentabicin and Cisplatin. Afterwards, surveillance with bi-monthly MRI and 
thoracic CT was proposed. No signs of recurrence in the first six months of sur-
veillance. 

3. Discussion 

CHC is a unique clinical, pathological and diagnostic entity distinct from pure 
hepatocellular or cholangiocarcinoma. Classifications proposed by Allen and Li-
sa’s [5] and Goodman et al. [8] were the first to divided the CHC subtypes. The 
first, as follows: type A (HCC and CC foci at different sites in the liver), B (adja-
cent growth foci with a transition area), and C (combined HCC and CC compo-
nents, originating from the same tumor). Goodman’s classification, as follows:  
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Figure 1. Combined hepatocellular-cholangiocarcinoma on dynamic-CT showing fea-
tures of HCC ((a)-(c)) and CC ((b)-(d)) components on arterial and portal phases 
((a)-(b)) Arterial phase at different lesion levels. (a) Axial at upper level on HCC compo-
nent. The nodule (arrow) has a strong early and homogeneous enhancement. (b) Axial at 
a lower level on CC component. Hypodense mass (arrow), with irregular contours and a 
peripheral rim showing early enhancement (arrowhead). (c) (d) Portal phase at different 
lesion levels: (c) Axial at HCC component shows the tumour with same density as normal 
liver parenchyma likely the washout, a typical feature of HCC on dynamic study. Note the 
hepatic contour irregularity (arrowhead); (d) Axial at CC component, shows a slow and 
centripetal enhancement, due to fibrous tissue and the hypervascular rim (arrowhead) 
becomes isodense to normal liver. Those features are very suggestive of cholangiocarci-
noma component. 
 

 
Figure 2. Coronal arterial-phase and the macroscopic tumor on the left after resection. 
The tumor measures 6 cm on longest axis. Dynamic CT shows HCC (arrow) and CC 
components (arrowhead). Unfortunately, is not possible to identify the HCC and CC on 
macroscopic evaluation. 
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(a)                                       (b) 

Figure 3. Hematoxilin and eosin 40× histological study of combined hepatocellu-
lar-cholangiocarcinoma, showing in (a), clear cells of hepatocellular carcinoma and (b), 
glandular formation representing cholangiocarcinoma. 
 
type I (synchronic or metachronic foci in different sites of the liver that may col-
lide, also known as collision tumor), type 2 (components are mixed and origi-
nate from the same tumor) and type 3 (fibrolamellar with mucin-producing 
pseudoglands). However, along the years’ new immunohistochemistry tech-
niques were developed and studies showed that CHC is even more complex. 

The current classification proposed by the World Health Organization 
(WHO) defines CHC as a tumor with unambiguous findings of combined HCC 
and CC elements, that subdivides, as follows: classical type; cells expressing typ-
ical HCC markers (HepPar1, CD10, rabbit polyclonal, CEA, and AFP) and CC 
(mucin adenocarcinoma with fibrosis and biliary immunohistochemical mark-
ers, as CK type) or stem cells/progenitor cells type, expressing hepatic stem cells 
specific markers (KIT, CK14, CD34 and CD56, the latter much rare) [9]. 

Imaging plays an important role ondiagnosis of liver tumors, avoiding unne-
cessary procedures and biopsies, once mostly primary tumors show typical im-
aging features [2]. Despite the unique pathologic and phenotypic features, the 
diagnostic accuracy of CHC is poor [3]. Radiological diagnosis of HCC and CC 
may be done by CT and magnetic resonance (MRI) with dynamic study. The 
histologic composition and relative ratio of CC and HCC components within 
CHC tumors, appears to dictate the imaging appearance [3]. Some typical find-
ings, such as exuberant arterial-enhancement and hypodensity on portal phase, 
also known as washout, besides the presence of a pseudocapsule, are typical pat-
terns of HCC on dynamic CT [3] [7]. CC usually presents as a hypoattenuating 
lesion with a slight peripheral and centripetal contrast-enhancing, associated 
with some biliary dilatation degree [10]. The signal and attenuation may vary 
according to the fibrosis amount on CC component [2] [3]. LI-RADS is the main 
algorithm, being used to classify the primary hepatic tumor in HCC or 
non-HCC based on imaging characteristics. The score is helpful and has a high 
specificity; however it presents potential pitfalls in depiction of mixed lesions, 
such as CHC [3]. 

https://doi.org/10.4236/crcm.2018.710046


L. Verza et al. 
 

 

DOI: 10.4236/crcm.2018.710046 530 Case Reports in Clinical Medicine 

 

The preoperative diagnosis of CHC on enhanced CT would contribute to ap-
propriate management of operative methods. This is especially true in places 
where HCC and CC is diagnosed on the basis of imaging appearance alone. Lo-
cal ablative therapies, which have benefit in HCC, and chemotherapy, used in 
advanced CC, has limited indications for CHC, showing the significance of ag-
gressive surgery and a wide lymph node resection [7]. 

In current literature, there is no specific algorithm for CHC diagnosis, based 
on imaging features alone, as LI-RADS for HCC, for example. However, some 
studies tried to correlate imaging and pathological findings to depict CHC [2] 
[11]. The contrast-enhancement pattern, which is typical for each component, is 
the main feature to be evaluated [2]. Since there are hypovascular and hyper-
vascular areas in the same hepatic mass, the CHC should be mentioned by the 
radiologist as a differential diagnosis. In addition, the disagreement between pa-
thological result and imaging, has also been reported as a clue for CHC, since the 
tissue fragment might represent one tumor component only. Causes of mis-
diagnosis are atypical behavior of each component and small size [2]. The in-
termediate tumor cell differentiation degree between HCC and CC can also be 
reproduced in imaging, showing a mixing of the typical findings of each com-
ponent [2]. 

Despite the high AFP levels, that resemble to Asians population studies, our 
patient had a clinical history similar to those described in case series of CHC in 
western population, such as negative history of viral hepatitis, absence of chronic 
hepatitis and large tumor size on diagnosis [6]. Regarding the imaging features, 
dynamic CT showed typical features of HCC and CC in the same tumor. The 
postoperative pathological evaluation, had expression of both components with 
liver stem cells features. The HCC component represented by thickened trabe-
culae’s composed of polygonal cells with abundant granular and eosinophilic 
cytoplasm and lack of stromal tissue (Figure 3(a)). The CC component with 
glandular formation with cuboidal cells and dense fibrotic stroma (Figure 3(b)). 

4. Conclusion 

In conclusion, CHC is a rare and unique liver primary neoplasm, showing high-
er rates of recurrence and mortality when compared to isolated forms, according 
to published literature. Given the rare occurrence and variety of demographic 
and clinical profiles, the preoperative diagnosis of CHC remains challenging; 
however, imaging plays a key role and may be helpful when performed by dy-
namic CT or MRI.  
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