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Introduction
Lung cancer is the most frequently diagnosed cancer with high 
mortality, being the leading cause of death from cancer in men 
[1]. A survival of 15% at 5 years is since more than 70% of patients 
are diagnosed in advanced stages [2,3]. Metastatic dissemination 
occurs by hematogenous route and by lymphatic route [4]. 
Nowadays there are many treatments used for those tumors 
and have changed the paradigm of the disease (with benefit in 
progression free survival and overall survival terms) [5]. Some 
of those drugs are novel so the interpretation and the correct 
management of the side effects is for the moment a challenge 
raising the doubt in some occasions between toxicity or disease 
progression [6]. It is important to focus on awareness of Lung 
Cancer physicians to improve early detection rates.

Case Presentation
A 62-year-old patient was admitted to the hospital because 
dyspnoea, chest and dorsal pain. The patient was smoker and had 
history of high blood pressure, chronic obstructive pulmonary 
disease and sleep apnea syndrome. Complementary test was 
done (tomography, bronchoscopy and endoscopic ultrasound) 
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etiology of the fulminant hepatitis.
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[7,8] and he was diagnosed with lung adenocarcinoma stage IV 
(T4N3M1b bone and pulmonary lesions) without target driver 
(wild type EGFR, no rearrangement ALK, no mutation ROS1, 
PDL1 positive 50%). With (good performance status, he began 
treatment with chemotherapy (carboplatin-nabpaclitaxel) and 
immunotherapy atezolizumab) in a clinical trial. After 3 cycles 
of treatment, abdominal and chest tomography were practiced 
with tumor response. One cycle after, he experienced progressive 
increase of transaminases, so we stopped the treatment.

At first, we reviewed the diagnostic tests as well as those required 
for the clinical trial. At the diagnosis, an abdominal ultrasound 
was performed without alterations as well as an anodyne 
computerized axial tomography; in addition, a reassessment 
tomography had recently been performed without liver findings 
except hepatomegaly that could translate into chronic liver 
disease [9].

Likewise, prior to starting the treatment vitric serologies were 
performed (HIV, HBV, HCV and EBV) all of which were negative 
except HBs antibodies positivity, being this result compatible 
with vaccination against HBV. After the worsening of the liver 
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profile, new viral serologies and autoimmunity were requested, 
those being negative. In addition, the patient had a normal 
proteinogram.

Because of the anodyne findings, a new tomography was 
requested which showed maintenance of the tumor response 
but worsening of the hepatomegaly with periportal edema and 
ascites (Figure 1).

All the drugs that the patient regularly took were also reviewed, as 
well as the drugs that he received in the clinical trial. The patient 
denied alcohol consumption as a possible cause of hepatopathy 
and thus of cholestasis.

No other analytical determinations were requested given the 
absence of compatible clinical symptoms and given that finally 
because of the radiological deterioration of the hepatomegaly a 
liver biopsy was requested and was diagnostic.

Discussion
Lung cancer is the most frequently diagnosed cancer and the 
leading cause of death from cancer in men, although in women it 
is the leading cause of death from cancer in developed countries 
and the second one in less developed countries. It presents a 
high mortality, with a survival of 15% at 5 years and this is since 
more than 70% of patients are diagnosed in advanced stages. 
Within the lung carcinoma is distinguished the small cell variant 
(assuming less than 15% of the cases at present) and the non-
small cell variant (the most frequent histological subtypes are 
first adenocarcinoma (45%-50%) followed by squamous cell 
carcinoma). Metastatic dissemination occurs by hematogenous 
route and also by lymphatic route. The most frequent metastases 
settle in lung, adrenal, liver, bone and central nervous system. 
The metastatic liver involvement constitutes 20%-35% of the 
cases, being able to be symptomatic (abdominal pain, jaundice, 
fever) or asymptomatic. 

The elevation of the liver enzymes can translate acute or 
chronic  hepatitis  depending on the severity of the elevation off 

Figure 1 Hepatomegaly with periportal edema.

Figure 2 Liver biopsy (Hematoxylin-eosin).

Figure 3 Liver biopsy (Positive TTF1).

Figure 4 Liver biopsy (Positive podoplanin or D2-40 
(endothelial cell marker only in case of lymphatic).
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of immuno-related hepatitis has been described in clinical 
trials, although in percentages below 1% and although it is not 
associated with other drugs (even in clinical trials). Therefore, it 
could not be ruled out that it was toxicity due to immunotherapy. 

Given the evolution of the case and without being able to make an 
accurate clinical diagnosis, diagnostic liver biopsy was requested.

Conclusion
After liver biopsy the final diagnosis was: Liver parenchyma with 
lymphovascular invasion due to carcinoma of pulmonary origin 
(Figures 2 - 4). For this reason, the patient left the study due to 
progression of the disease with poor outcome and worsening of 
liver function tests (including coagulation) with subsequent liver 
failure being the cause of the patient's death.

The diffuse metastatic involvement of the hepatic parenchyma 
that correlates with hepatic failure is an unusual and extremely 
rare form of presentation of liver metastases. However, series of 
cases with rapid progression due to acute hepatic failure have 
been described after being diagnosed post mortem. Therefore, 
despite not being the most frequent cause of presentation, 
we must think that it is a diagnostic option considering even if 
necessary liver biopsy.
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 the  same as well as time in which said elevation is established. 
In our case, although the onset of liver enzyme elevation was 
less than 6 months, it was not a marked elevation compared to 
normal values. At first, dissociated cholestasis predominated 
in front of cytolysis. For this reason, new viral serologies were 
requested, which turned out to be negative, ruling out this cause 
as probable. Other causes that were ruled out were alcoholism 
(no history of alcohol consumption), some systemic diseases as 
well as autoimmune liver diseases (serology for autoimmune 
hepatitis also was determined and negative). A tomography was 
also requested to rule out metastatic focal affectation without 
findings.

As for the drugs that could produce hepatotoxicity, the patient 
had only taken sporadically some ibuprofen and although there 
are cases of idiosyncratic hepatitis described by this drug, it was 
not the initial suspicion given the time it had taken the same and 
the patient's context. 

Regarding chemotherapy, carboplatin is a drug that can cause 
mild or moderate impairment of liver function tests, especially 
affecting alkaline phosphatase, but which usually subsides 
during treatment. Nabpaclitaxel, if administered together 
with carboplatin, can produce hyperbilirubinemia, although 
our patient did not present this alteration. Atezolizumab is a 
humanized monoclonal IgG1 antibody against the programmed 
cell death protein-ligand 1 (PD-L1) that prevents interaction with 
PD1 or B7 in activated T lymphocytes and other immune cells, 
preventing a negative regulation of immunity. The existence 
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