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Abstract: The hepatocellular carcinoma (HCC) is the most common malignant hepatic tumour and also 

the main cause of death with an increasing incidence worldwide.(1) Despite the on-going progress of the 

prevention techniques, the screening and the new technologies of diagnosis and treatment, the incidence 
and mortality of these conditions continue to grow. Cirrhosis remains the most important risk factor for 

HCC development, regardless of etiology, while hepatitis B and C are independent risk factors for the 

occurrence of cirrhosis. Chronic consumption of ethanol remains an important supplementary risk 

factor, since alcohol abuse is five times more common than hepatitis C.(2) We hereby present the case of 
a patient with multicenter hepatocellular carcinoma whose condition has rapidly evolved unfavourably 

despite the antiviral therapy (portal vein thrombosis and duodenal tumour), thus limiting the therapeutic 

options. 
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INTRODUCTION 

The hepatocellular carcinoma (HCC) is the most 

common malignant hepatic tumour and also the main cause of 

death with an increasing incidence worldwide.(1) GLOBOCAN 
estimates that in 2012, in Romania, the hepatic cancer is ranked 

10th among men and 15th among women.(3,4) A major risk in 

developing HCC is represented by the infections with hepatic 

viruses B and C, aflatoxin exposure, hereditary diseases 
(hemochromatosis, α1 antitrypsin deficiency, Wilson disease, 

tyrosinemia) and alcoholic liver disease. The latest 

epidemiological researches have included on the list of risk factors 

the metabolic syndromes, diabetes mellitus type II, and 
nonalcoholic liver steatosis.(4,5)   

 

CASE REPORT 

The 67 year-old patient had been suffering from chronic 
viral hepatitis since 2009 and received treatment with 

peginterferon and ribavirin for six months, with no virological 

response. During May-June 2016 he underwent treatment with 

ombitasvir, paritaprevir and ritonavir, in association with 
dasabuvir. He also had a history of hypertension, gallbladder 

lithiasis, and anxious depressive disorder. The patient presented 

with marked physical asthenia, fatigue, loss of appetite and weight 

loss (approximately 7 kg in two weeks), and diffuse abdominal 
pain.   

The objective examination revealed a relatively good 

condition, afebrile, overweight (body mass index - BMI of 29.3 

kg/m²), pale teguments and membranes, vascular stars and 
telangiectasia located on the face and on the anterior and posterior 

thorax, bilateral trophic disorders in the calves, bilateral vesicular 

murmur, ventricular aura = 70b/min, blood pressure = 120/70 
mmHg, painful abdomen in the right upper quadrant,  the liver 

with lower right lobe edge at 8cm below costal margins, and the 

spleen with the inferior pole at 2 cm under costal margins. The lab 

tests revealed the following: Hemoglobin (Hb) 5,0  g/dL, 
Hematocrit (Ht) 17,0 %, average erythrocyte volume 102 fL, 

thrombocytes count 228 10^3/ul, total bilirubin 0,39  mg/dL, 

serum creatinine 0,57 mg/dL, serum alkaline phosphatase 99U/L, 

100  U/L,  Glycaemia 110  mg, γ- glutamyl transferase (GGT) 

100/dL, reactive C protein 32,76 mg/L, Aspartate 

aminotransferase (TGO) 95 U/L, Alanine aminotransferase (TGP) 

52 U/L, Urea 32 mg/dL, PT 15,3 s, prothrombin activity 65,6%, 
Interational Normalized Ratio (INR) 1,27, Sideremia 28,2 μg/dL, 

total proteins=6,6g/dl, albumin 54.2%, alfa1-globuline 8.2%, 

beta1-globuline 4.1%. Alfa fetoprotein (AFP) 256 UI/ml.  

The abdominal ultrasound has detected: liver with 
irregular capsular contour, diffuse inconsistent and micronodular 

echostructure, a formation present at segment V, five hypoechoic 

nodular formations of 3/6/22/8, respectively 2.7 cm in diameter; 

the right branch of the portal vein is not visible; the portal vein = 
17mm, main biliary tract = 5mm, splenic vein retropancreatic 

10mm; relaxed cholecyst with hydropic aspect, with the lumen 

entirely occupied by ecogenous sediment and several gallstones, 

(the biggest measures  approximately  2 cm and is located in the  
infundibulo-cystic area); the spleen – long axe of 15,2cm with 

homogenous structure; small amount of perihepatic fluid. The  

abdominopelvic CTscan examination native and post contrast iv, 

with contiguous sections, has revealed:  a iodophilic mass in 
hepatic with subhepatic evolution and local-regional invasion; 

hepatic nodules hypofixed at the right lobe; thrombosis of the 

portal vein trunk and its intrahepatic branches in the right lobe; 

hypertension; homogenous splenomegaly; retroperitoneal 
adenopathies; right pleural fluid in small amount; ascites in small 

amount; retracted conglomerate bronchiectasis in posterior 

segment of upper right lobe.  

 

Figure no. 1. Portal vein thrombosis 
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Figure no. 2. Multicentric hepatocarcinoma with duodenal 

metastasis  

 
The upper digestive endoscopy has shown an ulcerous 

prepyloric lesion.  

Ensuing the clinical and paraclinical investigations, 

the following diagnoses were established: multifocal 

hepatocellular carcinoma (clinic diagnosis, echography, CT + 
biochemical - alfa fetoprotein 256 U/L), severe iron deficiency 

anemia (Hb 5g/l) due to an ulcerous prepyloric lesion detected at 

the endoscopy (which is why the liver biopsy puncture was 

synchronized with the histopathological confirmation of the 
neoplasia), portal vein thrombosis, gallbladder vesicular 

lithiasis. During hospitalization, the patient underwent treatment 

with antihypertensive, hepatoprotective and antiemetic 

medication, as well as 2 units of erythrocyte concentrate (CER), 

with a slightly favourable evolution. When discharged, the 

patient was recommended to be taken into evidence by the 

Oncologic Department, in order to establish the 
chemotherapeutic treatment.   

On February 27th, 2017, the patient came to the 

Oncology presenting melena, asthenia, and fatigue. The 

objective examination showed a fairly good clinical condition, 
IP=3, pale teguments and mucosa, palm erythrosis, and 

hepatosplenomegaly. The patient had a loss of appetite; he was 

afebrile, with voluminous abdomen due to ascites fluid, with no 

pains and with melena.  
The laboratory analyses have shown the following: Hb 

6.8 g/dl, GGT 123 U/L, TGO 78 U/L, TGP 70 U/L, Serum iron 

12.8 ug/dL, Ferritin 40.2 ng/ml. The upper digestive endoscopy 

was repeated, thus revealing the tumour occupying the lumen at 
the level of the duodena. Biopsies were performed and the 

histopathological exam exposed a fibrin leukocyte exudate, with 

mixed inflammatory infiltrate and two glandular elements with 

retained mucus secretion, with reactive nuclear modifications 
(irregular and slightly enlarged nuclei with hyperchromia).   

Following the interdisciplinary consultation (surgeon, 

oncologist and gastroenterologist) the case was considered to be 

outside the therapeutic surgical and oncological resources, given 
the cirrhotic pathology and the local and regional extension of 

the disease; the treatment was symptomatic and it consisted of 

iron based medication and 4 U CER isogroup, isoRh, gastric 

antisecretory drugs, hemostatic medication, well-tolerated by the 
patient. He was discharged with a slightly improved general 

condition and a recommendation for hospitalization in a 

specialized palliative care center. 

 

DISCUSSIONS 

A major risk factor in the development of HCC is 

represented by the chronic infection with hepatitis C virus. HCC 

occurs only after two or more decades after infection, and the 
major risk of malignity occurs in patients with advanced fibrosis 

and hepatic cirrhosis. The main factors that influence the 

occurrence of HCC among individuals infected with hepatitis C 

virus include: male gender, advanced age, co-infection with B 
virus, ethanol consumption, and type II diabetes mellitus.(6) 

Hepatitits C Virus (HCV) infection cause chronic inflammation, 

cellular death, proliferation and hepatic cirrhosis.(7) Thus, HCC 

associated with HCV occurs in most cases in patients with 

hepatic cirrhosis.(7) The risk of HCC occurrence is high in 
patients infected with HCV (8), although the percentage varies 

according to the degree of hepatic fibrosis at the time of HCV 

infection.  

HCV belongs to the Hepacivirus genus of the 
Flaviviridae family.(9) HCV is an ARN virus unable to integrate 

in the genome of the host cell. Through indirect mechanisms, 

HCV determines the occurrence of HCC. The core protein of 

HCV enters the host cell and locates on the outside of the 
mitochondrial membrane, as well as in the endoplasmic reticule, 

and triggers oxidative stress. This results in the activation of the 

key signalizing pathways such as the p38 mitogen activated 

protein kinase and that of kappa B nuclear factor, leading to 
increased regulation of genes involved in cytokine production 

and subsequent inflammation that induce the modification of 

apoptotic pathways and tumor formation.(10) The nonstructural 

proteins of HCV, NS3 and NS5A are also considered key 

mediators as they induces oxidative stress and 

inflammation.(10)  

It has been demonstrated that HCV infection induces 

insulin resistance (IR), which in turn is highly connected to the 
development of fibrosis and the occurrence of type II diabetes 

mellitus.(11)  

An additional factor in patients with hepatic cirrhosis 

caused by hepatic C virus is represented by ethanol 
consumption.  These particular patients develop a more severe 

form of hepatic cirrhosis and have higher incidence of cirrhosis 

and HCC as compared to patients with hepatic insufficiency.(12) 

Also, it has been shown that the risk of developing HCC 
increases as the quantity of consumed ethanol increases.(13) The 

mechanisms by which alcohol aggravates HCV related liver 

disease are yet to be clarified; one of the variants would be the 

increased replication of HCV in the presence of alcohol; alcohol 
related changes in the hypervariable region of the viral genome 

lead to HCV liver disease aggressiveness and resistance to 

therapy with interferon.(6,12) Nevertheless, the dominant 

mechanism for the synergism between alcohol and HCV 
infection seems to be the increase of the oxidative stress. As we 

mentioned above, the HCV core protein stabilizes the 

mitochondrial membrane and sustains the oxidative stress. The 

ethanol potentiates the mitochondrial damage by increasing the 
production of oxygen reactive species and by amplifying the 

hepatic oxidation of glutathione. Moreover, alcohol and HCV 

core protein act synergistically, by causing lipid peroxidation 

and the increased hepatic expression of TGF-β and TNF- α.(12) 
Coffee and vegetable consumption may have a 

protective role against HCC occurrence. One of the hypothesis 

that sustain the protective role of coffee refers to the fact that it 

decreases the serum levels of γ-glutamyl transferase (GGT) 

which in turn are associated to a smaller incidence of HCC 

occurrence.(14) HCC on non-cirrhotic liver is less common and 

it is mainly caused by hepatitis B virus infection.(15) However, 

the non-cirrhotic liver may be affected by HCC as a result of 
contamination of food products with aflatoxin B1 (type of 

mycotoxin produced by Aspergillus which can easily grow on 

food products when stored in inappropriate conditions). When 
ingested, it is metabolized into AFB1-exo-8,9-epoxide, which 

binds to hepatocyte DNA, and causes lesions. AFB1 is also 

responsible for producing mutations in the p53 tumour 

suppressor gene.(16,17)  
The screening for hepatocellular carcinoma is 

recommended for all the patients with hepatic cirrhosis or with 

chronic viral hepatitis with B and/or C virus; this less expensive 

method is very useful in early detection of the disease. The 
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ultrasound is recommended especially for individuals with risk 

at an interval of 3-4 months as well as the AFP dosing every 6 

months.(18)  
The tumour thrombosis of portal vein (PVT) is the 

most common form of macrovascular invasion of HCC. Almost 

half of the HCC patients have portal vein thrombosis at the 

moment of diagnosis. The patients with PVT are more 
susceptible to metastases at the moment of diagnosis, the 

therapeutic options are more reduced, while the global survival 

rate is lower as compared to patients without PVT.(19) The poor 

prognosis of PVT in patients with HCC comes as a result of 
several factors: impaired hepatic reserves, intrinsic tumour 

aggressiveness, low tolerance to chemotherapy and 

complications due to portal hypertension.(20)  
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